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€tt$tG±UT, ^B^XttC,.-, -TA,*A&%m^ R 7 {iC 2 - 6 -TVt,* 
-A>£**U R 8 tt- (CH 2 ) „ -CO OR 9 n{iOX(il~4 

ffllf>*UTF©a ( I ) T-fUZtiZ f 'J ;uK7 $ KBHHtfc-^rttfl 

try^r^yjmr^KRai^UTtt, W093/04035 (# 

«¥6-5 1 0030^«) 85S (B) : 
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ttc.-a -7*3 ) 

-Z 1 -M-Z 2 - 

y-;U-2--i';uST**>or^^<. nttl~3 ] 
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±r<oc- -7-Mf M;U£p<^a^*s, 
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»Sfcur©c,-. -r^;nst±, Siiiftfi&g. 0M.ifc.- 6 -7*3*5/ 

Ar 2 XmZtlZ>7x.~)\^±<DW®mtLX<DC t - 6 -7*3*i/g& x m 

MSftS&S, 0M.ifc.-6 -T;m^fi/S, c,- 6 -T;m^i/-c,- 6 -7;u 
3^>g, 7 'J -AS, Ci-e -T;Hi^f>>-^;u^-;uS. 

75M^i/*M-^i t Aoyy^&crS-CONR 5 R 6 (Cd 
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-*h*$/x^;u) 7$yg, ( 2 -^y^;i^:fx^;u) 7^yg, 7nb?;[, 
Ar 2 i J 3, 5-i?-tert-y^;u-4- t h*n^i/7x-;Ht*^ R 1 % 

mttt (i) xtt (i* ) -e^sn*^«i©^WK:w§*n*iai:UT 
^y^uwmm. Sim ^xy^jg, ijym vu-ryim % 7?^ 

®*g> ^^yx^m ^vH?y^y»fi, h;uxy;ui/*y®ig^® 

Mi5^ (i) xtt (i* ) t^sn^^t^tt, ^^k^mji^e>B§ 
m<Dmmizmt^nti,tMtxh^\ 
<Dtwtm&tbx&. Ti2 (i) ~ (8) ic^i-^rffi%fiii^Tf**. 

(1) S (I) iCfcWR 2 ^TK^S^XttC-e -J^K^T^ot, X 
<t£tt ( I ) (±> HRS (ID : 
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Ar' -C = C-COOH (II) 
(ifrK Ar', R' £tfR 2 J±llfrEfcH«T?&*. ) 

-»5£ (III) : 

A 

I 

R 3 -NH (CH,).., -C-Ar 2 (III) 

I 

B 

Ar 2 , R 3 x A, BBLCfnttKlfiatPiaT**. ) 

mm&v*&e*)*?A,7**)Mmmt (id s^r^wk^ an) t^. 

-;k l -t Kn^f>>^yy |> >;7V-;k n- t Kn^f>>3;\^ * h\ 

u < x tW2$?x*\fry y^i/r^ h »;x^t$ y tmzm^zmmizm 

(2) 5$ (I) (CiJ^TR 2 ^>7ySXt±C,-. -7;U3#S/-*;u^;U 
<t&4* ( I ) {±x (IV) : 
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B 

Ar 2 > R 3 x A, B&tfnttt&afclWr**. ) 

(Knoevenagel) HfefiJEfcitf C fcfc«fc 9 SBarTSC 4: 
tBf6JR«T**-3^y7*rt KflWM* (IV) SffStt^l/Wk^tt 

(v) t±. mK*nr^**\ xi±-asa^r^ic«to^6ti^b^5-c**. 

(3) a (I) (C^^TX«m^T-$>^iS^ 

( i ) a, mttm ( i ) r-^^n^k^, gp*, % — assc (vd : 

R 1 R 2 R 3 A 

III I 
Ar 1 -C = C-CO-N (CH,).., -C-Ar 2 (VI) 
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(5frK Ar' , Ar 2 , R' % R 2 % R 3 , A, BRtfnl±mmt®mX'$> 
*. ) 

X'7FZtlZ75.m*s o-W (Lawesson) mggOfflmtffi&ZK&Z t 

5*U Si5SJSt±ji1}tlI0 -140 TCT^, SiE»7tt«±1lf&ICJ:0Bfl<rtMt«r 
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r 8 c-e -7*a#s/»xttiii«ftr^Ttj:^r$;it« 

•To ) &tfg-o-co-R< (cct\ R< ttiiiiefcMT?*)*. ) 

n*4>fc< lotijgsnt^^^ii, B?iB^^ (i) atf (2) 
*®sr^&<*ttw*tt^©*Kgi;:> s-oc(r 7 ) 2 cor 8 xkts 

-0-C0-R 4 £, TKttS^T^MkXttTS/A^kf-SSStCie^TaiA-r 

(5) 5£ (I) C*^TASO f Bso^UT**Vli%ai-'fb^ttt±, mj|2^ 
5* (1) , (3) Xtt (4) CJ:0. S (I) C£^TA##*]R : PT*»K 
B ***KST'** r * 3 - JWk^tt*ff fell, CM ~ ? oAgtf'J 7 A 

( p d c ) momimrmttz a t \z&^xhm.m.-tz> c t v-ez&o 

(6) S (I) KS^TA&tfBj&sftlSILT 
: =N-Y 

yi±s? (c-e -t;u^;u) ra-yg, tK^S, 7?ju*A/**s/*x 

T-Tuznzszmtit&mt. ms£n& en , C2K (4) x«± (5) 
a (i) K*^TASo f B**ftHur*^ys%at^^«i%fl}fca, cn 

: H 2 N-Y 

(7) 3£ (I) IC^TAMB^lt 
ft5£ : -Z' -M-Z 2 - 

C,- 6 -7^JHtl«l3nT^tfeJ:lW$;l*SU, M(i^M2-4<D 
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*fc» S (I) C*^TAaCFB3WHLT«y«*3Rt'fk^lil*^nn* 
A/A*, H7 'Wbt^f A,x-f A^ftfiDfTF, 1, 2-x^>i?^ 

(8) a (I) C*^>TA^*»ST?, B^l-C.. 8 -7***— <^y 
-A^- 2 -- T A4lTf*^fc^«tt» ^ (I) fC£^TA£tfBri*ifc|s|UT:*-*y 
S^t^fc^j^taicf ot 1 - C .-e -7;u*;u--r ^ ^y-;u-cMSf-2> 
C t IC «fc 0 » M*r & C 4: **T* * £ . 

A, **y-;k 7-bhX ^fy, ^no^^ ftKxf^k &tfcft 

MfBS (i) T^sn^t^Ro^oamtofrgsttss (jiiT rtr»;$? 
a,7^»;^«7$k»««: (i) j fcM. ) it. nmtmtLxmmvib 

0, TGF-0ffl®ttffl*WU TGF-fl*«BB4t*«S*» {HA-ifff® 
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4-* h^>>7x^f;i,75y 1.58g (8.7mmolK i/7 Vft® 0.82g 

(9.6«ol)*$>ptf-A,*A/A7$ K 10ml KfcjBU &^T**$i£*rFiCe>x^ 
JU*)VWti/T— Kl.51al (9.6mmolK h'Jif;i/7$> 1.34ral (9.6ramol) £J® 

y;U*^A^nv NiT7 7-f- (7na^;i/A : ;*7/-;U=19 : 1 ) 

U 2-J/7V-N- (4-* h^fi/7x^) 0.97g 

: lift 

'H-NMR (CDC1 3 )S: 2.80 (2H, t, J=7Hz) , 3.32 (2H, s) , 3.48 (3H, s) , 3.53 

(2H, td, J=7, GHz), 5.16 (2H, s), 6.11 (1H, br), 7.00 (2H, br d, J=9Hz), 
7. 12 (2H, br d, J=9Hz) 

0.96g (3.87mmol)tCi7y-;H0 ml, 3 - \Z «/ S?y*JUAA/ft h* 
0.62g (5.8mmol) &tf ^ «; $?;/ 1 nSfctohSU 19l$|Biiinf»SffiLfc. £J£&£3£ 

^^y-;U=19: i) -c?mTO, m^Wn^mmt^ 0.83g (64%) 
141* :mp 105-106 X, (KSlif Jlz-A^tV) 

'H-NMR (CDC1 3 )5: 2.87 (2H, t, J=7Hz), 3.48 (3H, s) , 3.66 (2H, td, 
J=7, 6Hz), 5.17 (2H, s) , 6.42 (1H, br), 7.02 (2H, br d, J=9Hz), 7.16 
(2H, br d, J=9Hz), 7.45 (1H, dd, J=8, 5Hz) , 8.33 (1H, s), 8.41 (1H, ddd, 
J=8, 2, 2Hz), 8.73 (1H, dd, J=5, 2Hz) , 8.94 (1H, d, J=2Hz) 

-mm i izmttzumzj: oM2Ht^H5%ifc. 

1 6 
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o 



OCH 3 




CN CH 3 



OCH3 



(2) 



• HCl 



tetfrmp 115-120 V, J -h- 3--T )\s) 

•H-NMR (DMS0-d 6 , lOOTC) 5: 2.87 (2H, t, J=7Hz) , 3.07 (3H, s) , 3.71 (2H, 
t, J=7Hz), 3.73 (6H, s) , 6.73-6.89 (3H, m) , 7.52 (1H, s) , 7.60 (1H, dd, 
J=8, 5Hz), 8.29 (1H, d, J=8Hz), 8.71 (1H, d, J=5Hz) , 8.92 (1H, d, J=2Hz) 
HM0I3 
<t&®3 



5Hz), 5.30 (2H, s) , 6.73 (1H, br) , 6.95 - 7.28 (4H, m), 7.45 (1H, dd, J= 
8, 5Hz), 8.32 (1H, s) , 8.41 (1H, d, J=8Hz) , 8.73 (1H, dd, J=5, 2Hz) , 
8.93 (1H, d, J=2Hz) 

mm* 



&i£ : rap 101-102 TJ 

'H-NMR (CDC1 3 )S: 2.90 (2H, t, J=7Hz) , 3.48 (3H, s) , 3.69 (2H, td, J=7, 
6Hz), 5.19 (2H, s), 6.44 (1H, br) , 6.86-7.00 (3H, m) , 7.22-7.31 (1H, 




(3) 



■tttfimp 109-110 r (S^xf;L,-A^ty) 

•H-NMR (CDC1 3 )6: 2.98 (2H, t, J=7Hz) , 3.51 (3H, s) , 3.69 (2H, td, J=7, 




(4) 



I 7 
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m), 7.45 (1H, dd, J=8, 5Hz) , 8.34 (iH, s) , 8.41 (1H, d, J=8Hz) , 8.73 

(1H, dd, J=5, 2Kz) , 8. 94 (1H, d, J=2Hz) 

IIH5 




(5) 



tt^:mp 134-135 V (x^y-;i/-Riif ;H 

'H-NHR (CDC1 S )5: 1.34 (3H, t, J=7Hz), 2.72 (2H, t, J=7Hz), 3.59 (2H, 
td, J=7, 6Hz), 4.30 (2H, q, J=7Hz) , 6.24 (1H, t, J=6Hz), 6.68 (2H, d, J= 
8Hz), 6.88 (2H, d, J=8Hz), 7.04 (1H, br s), 7.27-7.33 (IH, m), 7.63 (1H, 
s), 7.88 (IH, d, J=8Hz), 8.55 (2H, m) 

mmme 

(E)-2-i/ry-N-(4-t pu^i/y^z^M-z-tt- eu^;u)-2-ya^yKT$ 




HCI 



I VrnZMZiE) -2-1/7 h^fi/7x^f;H-3-(3- 
WV)l>)-l-'7u^vm7^ K 0.81g (2.4nmol)^p<^y-;i/ 10ml J '- 

)\, iomi (D&mzmmis. &^x~mim o.3rai&j)D*., 3B®mftbtzo mmm 

B&hmkz—T )l,X-m\ W&it&Ht 0.57g (72%)%»fc. 
1$tt:mp 169-174 *C 

'H-NMR (CDC1 3 )5: 2.72 (2H, t, J=7Hz) , 3.35-3.41 (2H, m) , 6.70 (2H, d, 
J=8Hz), 7.03 (2H, d, J=8Hz) , 7.87 (IH, dd, J=8, 5Hz) , 8.33 (IH, s), 
8.64 (IH, d, J=8Hz), 8.74 (IH, t, J=6Hz) , 8.86 (IH, d, J=5Hz) , 9.12 (IH, 



1 8 
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HMI7 




N 
• HCI 



(7) 



ttttrmp 111-116 *c 

'H-NMR (DMS0-d 6 )5: 2.79 (2H, t, J=7Hz) , 3.39-3.48 (2H, n), 6.69-7.10 

(4H, m), 7. 85 (1H, dd, J=8, 5Hz), 8.30 (1H, s) , 8.62 (1H, d, J=8Hz) , 8.72 

(1H, br t), 8.85 (1H, d, J=5Hz) , 9.11 (1H, s) 
HWI8 
<t£® 8 



141* :mp 173-175 °C 

'H-NMR (DMSO-d 6 ) 5: 2. 74 (2H, t, J=7Hz) , 3. 39 (2H, td, J=7, 6Hz) , 
6.59-6.67 (3H, m) , 7.10 (1H, t, J=8Hz) , 7.62 (1H, dd, J=8, 5Hz), 8.21 
(1H, s), 8.38 (1H, d, J=8Hz), 8.62 (1H, t, J=6Hz) , 8.73 (1H, dd, J=5, 
1Hz), 8.99 (1H, d, J=2Hz), 9.30 (1H, s) 

(E)-N-p<f-;U-3-(3-e';S?;H-N-(3,4,5- M * h * V7x*f 




(8) 
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OCH 3 




• HCI 



9.80g (50nunol) , - h ap< ? yi8ml, 

SMS/ 'J 7 07 h ^7 7 - {Vfuutfy) -efilSfflL Hit 
HUh7VX-3,4,5- M*h*5/- 0- -hDXfUy 4.96g (41X)*fl|fc. 
t£#:rap 116-118 *C 

•H-NMR (CDC1 3 )6: 3.91 (6H, s), 3.92 (3H, s), 6.77 (2H, s) , 7.54 (1H, d, 
J=13.6Hz), 7.94 (1H, d, J=13.6Hz) 

h^yX-3,4,5- H>Mh*S/- 0- - YUX+VV 4.78g (20mmol) <DT h 
7th'n77> 20ml *ft^Tfc**fty ^9*7X^-9* 1.52g 

©fh7tK077^ 20ml fiaftlCSTFUfc. MStr 3 fi!5S£ 
tt»C*?&«#T\ * 1.5ml, 15* 7A*M 1.5ml, * 4.5ml£H 

%«ES*«» 3,4,5- h'j* h*S/7****7$y©ffifttttt*fcfc. 

£(D3,4,5-h h^^x^fjl/T^CfflMiODf Fn77> 
30mljg®£, £&T£m¥K&&ltJIM^ 12.5ml fc98X 6.2 

ral*7K&TJjaA> 601CT3«pBBSiB««T^Lfc] KfiQA., 17l*fllHtftUfc. 
5(5tt%«ffTCaW8U, «S«lK:*?ft«ftTK:^h5tKn75y 40ml , 

7v-^^x^7^ K^yyu^x 12ml *HQA.fcfc> immtamm^i 

2 0 
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Sfo*2WgK£S*>U *J*uu**VVfflNl* *m*m<ti-h')VAV& 
1.61g LT*#fco 

'H-NMR (CDC1 3 )5: 2.47 (3H, s) , 2.68-2.91 (4H, m), 3.82 (3H, s) , 3.86 
(6H, s), 6.4K2H, s) 

N-^;U-3,4,5- N 'JXh^^7x^7^> 1. 60s (7.11mmol) RUb? 
>X-3-(3-e>; 7?>))lsM l.nz*?*?Jl,XJUA7$. K SmiicmB? 
U *^*I#TtCi?i^;U'; yfcS'T'-F 1.3mK h'JiW^V 2.2ml£ffl 

yW5A^n7|^^7^- (ftixfjk ^-y-y^OrD-cmSSIU, (E)-N- 
^^-3-(3-fcf»;^;b)-N-(3,4,5- MJ* h^rS/7i^^;H-2-yn^y^7$ 
K2.37g(94%)fc7^U7 7*fcbTfllfc. «CC©*»©1.80g IC&fbKf?? - * * 

«fflKfc£ttl. 59g (57%) £*#fc 0 
fttfrmp 164-1711C (Mx^-* 

"H-NMR (DMS0-d 8 , 150*0 5 : 3.04 (2H,. t, J=7. 1Hz) , 3.25 (3H, s), 3.87 
(3H, s), 3.94 (2H, t, J=7.1Hz), 3.99 (6H, s), 6.75 (2H, s) , 7.24 (1H, d, 
J=15.6Hz), 7.59 (1H, d, J=15.6Hz), 7.67-7.71 (1H, a), 8.24-8.28 (1H, m) , 
8.76-8.78 (1H, m) , 8.99 (1H, br s) 
0~6 4 

mmm 9 izm 1; tznmz «t 0 it&vs 1 oMk^i 6 4 zmtzo 
nrnrn 1 0 
1 0 




(10) 



■ HCI 
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1£t£:mp 150-155^ (x?y-;u) 

'H-NMR (DMS0-d«)6: 2.78 (2H, t, J=7. 4Hz) , 3.35-3.45 (2H,m), 3.74 (3H,s), 
3.79(3H,s), 6.77-6.82 (lH.m), 6. 88-6. 94 (IK, m) , 6.92 (lH,d, J=15. 9Hz) , 
6.96-7.04 (lH.m), 7.58 (IH.d, J=15.9Hz) , 7.97-8.05 (lH.m), 8.49 (lH.t, 
J=5.7Hz), 8.62-8.67 (IH.m), 8.82-8.86 (1H, ra) , 9.09 (lH,br s) 
MMWll 1 
<t£®l 1 




*(4t£:mp 135.5-136.5t: (B&^JV-^-Q-y) 

'H-NMR (DMS0-d 6 )5: 2.68 (2H, t, J=7. 7Hz) , 3.29-3.38 (2H.m), 3.73 (3H,s), 
3.78(3H,s), 6.45 (lH,dd,J=8.2,2.3Hz), 6.54(lH,d,J=2.3Hz), 6.71 (M,d, 
J=15.9Hz), 7.03 (lH,d,J=8.2Hz), 7.41-7.49 (lH,m), 7. 45 (lH.d, J=15. 9Hz) , 
7.94-8.00 (lH.m), 8.19 (lH,t, J=5. 6Hz) , 8.53-8.56 (lH.m) , 8.74 (lH.br s) 
HifitfU 2 
it&fol 2 




'H-NMR (DMSO-de, 100*0 6: 1.13 (3H, t, J=7. 3Hz) , 2.80 (2H,t, J=7. 3Hz) , 
3.45 (2H,q,J=7.3Hz), 3.63 (2H,t, J=7. 3Hz) , 3.70 (3H,s), 3.74 (3H,s), 6.75 
(lH,dd,J=8.3,2.0Hz), 6.82 (lH.d, J=2. 0Hz) , 6.83 (lH,d, J=8. 3Hz) , 6.96 (1H, 
d,J=l5.6Hz), 7.32-7.36 (lH.m), 7.38 (lH,d, J=t5. 6Hz) , 7.89-7.92 (lH,m),~ 
8.48-8.51 (lH,m), 8. 71 (IH.br s) 

mm 1 3 

2 2 
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it&Va i 3 




N 
•HCI 



OCH, (13) 



•ttttrrap 160-163TC {3-5 J -M 

'H-NMR (DMSO-d 6 , 120*0 5: 2.85 (2H,t, J=7. 2Hz) , 3.01 (3H,s), 3.61-3.69 
(2H,m), 3.75 (3H,s), 3.77 (3H,s), 6.78 (lH.dd, J=7. 1, 2.0Hz) , 6.85 (lH.dd, 
J=8.0, 2.0Hz), 6.93 (lH.dd, J=8.0,7. 1Hz) , 7.10 (lH,d, J=15.6Hz) , 7.39 (1H, 
d,J=15.6Hz), 7.54-7.61 (lH,m), 8.19 (lH,d, J=7. 4Hz) , 8.59 (lH,d, J=4.8Hz) , 
8.83 (lH,s) 
HWI14 
<t&®} 1 4 



tfci* : mp 84-88 , C (Kiif^-^\^f 

'H-NMR (DMSO-de, 100*0 5: 2.76 (2H, t, J=7. 3Hz) , 2.96 (3H,s), 3.59 (2H, 
t,J=7.3Hz), 3.68 (3H,s), 3.76(3H,s), 6.39-6.47 (2H,m), 6.93-7.05 (2H,m), 
7.28-7.41 (2H,m), 7.88-7.98 (IH.ra), 8.50-8.52 (IH.m), 8.72 (lH.br s) 
5 

it&ty 1 5 




(14) 




(15) 



• HCI 



f£tt: mp 153-I56r (x^7-;U) 
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'H-NMR (DMSO-d 6 , 12(TC) 5: 2.82 (2H, t, J=7. 1Hz) , 2.99 (3H,s), 3.65 (2H, 
t,J=7.1Hz), 3.66(3H,s), 3.75(3H,s), 6.69(lH,dd,J=8.7,2.9Hz), 6.75(lH,d, 
J=2.9Hz), 6.83 (lH,d,J=8.7Hz), 7.08 (lH.d, J=15. 6Hz) , 7.37 (lH,d, 
J=15.6Hz), 7.59 (lH,dd,J=7.9,5.1Hz), 8.19 (lH.d, J=7.9Hz) , 8.59 (lH,d, 
J=5.1Hz), 8.83 (lH,s) 

lii i 6 

<t&® 1 6 



1 H-NMR (DMSO-d 8 , 100^0) 5: 1.20 (6H,d, J=6. 7Hz) , 2.80 (2H,t, J=7. 3Hz) , 
3.52 (2H,t,J=7.3Hz), 3.70 (3H,s), 3.75(3H,s), 4.45 (1H, septet, J=6. 7Hz) , 
6.74-6.87 (3H,m), 7.07 (lH,d, J=15.6Hz) , 7.33-7.40 (lH.m), 7.42 (lH,d, 
J=15.6Hz), 7.95-7.99 (lH.m), 8.49-8.53 (lH,m), 8.76 (lH.m) 

mmmi 7 

<t&® 1 7 



ttl* : m$i 

1 H-NMR (CDC1 3 )5: 2.84 (2H,t, J=6.9Hz) , 3.61-3.71 (2H,m), 3.78 (6H,s), 
6.13 (IH.brs), 6.34-6.39 (3H,m), 6.44 (lH,d, J=15. 7Hz) , 7.28 (lH.dd, 

J=7.9,4.8Hz), 7.60 (lH,d, J=15. 7Hz) , 7.75 (lH,d, J=7.9Hz) , 8.53 (lH,d, 
J=4.8Hz), 8.68 (1H, br s) 

■mmm 1 8 

<t&VJ) 1 8 




(16) 




(17) 
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N 



1 H-NMR (DMS0-d 8 , 100X1) 5: 2.79 (2H, t, J=7. 3Hz) , 2.97 (3H,s), 3.65-3.73 
(2H,m), 3.69 (6H,s), 6.29 (lH.d, J=2.4Hz) , 6.40 (2H, d, J=2. 4Hz) , 7.04 (1H, 
br), 7.29-7.40 (2H,m), 7.92-8.01 (lH.m), 8.50-8.52 (IH.ra), 8.74 (lH.br s) 

mmmi 9 

<t£#I19 



144* 

'H-NMR (DMSO-de, 100"C) 5: 1.75-1.97 (2H,ra), 2.50-2.55 (2H,m), 3.02 
(3H,s), 3.46 (2H,t,J=7.2Hz), 3.71 (3H >S ), 3.73 (3H,s), 6.70- 6.85 
(3H,m), 7.09 (lH.d, J=15. 7Hz) , 7.34-7.38 (lH,m), 7.44 (lH.d, J=15. 7Hz) , 
7.95-7.99 (lH,ra), 8.50-8.52 (M,m), 8.76 (lH,d, J=2. 0Hz) 
H»l 2 0 
<t&®2 0 



'H-NMR (DMSO-d a , 100^) 5: 3.01 (3H,s), 3.74 (6H,s), 4.61 (2H,s). 6.65- 
6.94 (3H,m), 7.38 (lH,d, J=15. 6Hz) , 7.57 (IH.d, J=15. 6Hz) , 7.61-7.66 (1H, 
m), 8.33-8.37 (IH.ra), 8.60-8.63 (lH,m), 8.95 (lH,br s) 





(20) 



• HCI 



2 5 
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H»2 1 

<t&m i 




och 3 



0C2H5 



(21) 



•HCI 



tttt:mp 182-186TC [3-~T)\/- *5 J -)\A 

'H-NMR (DMSO-cU, lOO^C) 5: 1.27 (3H,t, J=6.9Hz) , 2.77 (2H,t, J=6. 9Hz) , 
2.99 (3H,s), 3.67-3.73 (5H,m), 3.94-4.03 (2H,m), 6.71-6.84 (3H,m), 7.04- 
7.14 (lH,m), 7.33-7.40 (1H, m) , 7.56-7.66 (lH.m), 8.23-8.27 (lH.m), 8.65 
-8.67 (IH.m), 8.92 (lH,br s) 



t£#:mp 152-154"C (^OD^^ y-^-tf-y) 

'H-NMR (CDC1 3 )6: 2.78 (2H,t, J=6. 7Hz) , 3.54-3.64 (2H,tn), 3.87 (3H,s), 
5.14 (2R,s), 5.64 (lH,m), 6.32 (M,d, J=15. 7Hz) , 6.75-6.88 (3H,m), 
7.22-7.45 (6H,m), 7.59 (lH,d, J=15. 7Hz) , 7.73-7.79 (IH.m), 8.56 (lH,dd,J= 
4.8,1.7Hz), 8.70-8.71(lH,m) 
H»I2 3 




(22) 



o 




(23) 



ttl*:mp 100-102^ Mxf-^-Mfy) 
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'H-NMR (CDC1 3 )5: 4.64 (2H,d, J=6. OHz) , 6.35 (lH.br t) , 6.53 (lH,d, J=15. 7 
Hz), 7.27-7.81 (6H,m), 7.68 (lH,d, J=15. 7Hz) , 8.55 (M.dd, J=4.8, 1. 5Hz) , 
8.74 (M,d,J=1.8Hz) 



tttt : mp 134-135t; OW|i^A/-^#*y) 

'H-NMR (CDC1 3 )5: 2.33 (3H,s), 2.86 (2H,t, J=6.9Hz) , 3.61-3.70 (2H,m), 
5.79 (lH.brt), 6.39 (lH,d, J=15.7Hz) , 7.08-7.32 (5H,m), 7.60 (lH,d, 
J=15.7Hz), 7.73-7.79 (lH,m), 8.53-8.72 (2H,m) 

mmm25 

it&® 2 5 



teft : mp 112-114r (S??nn* ? y-^-^y) 

'H-NMR (DMSO-de, HHTC) 5: 2.87 (2H,t, J=7. OHz) , 3.01 (3H,s), 3.71(2H,t, 
J=7.0Hz), 7.13 (lH,d,J=15.5Hz), 7.21 (lH.dd, J=8. 2,2. 0 Hz) , 7.31-7.49 
(4H,m), 7.97-8.01 (lH,m), 8.50-8.53 (lH.m), 8.75-8.76 (lH.m) 
HM52 6 
4t£#l2 6 





(25) 




CI 



(26) 



2 7 
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'H-NMR (CDC1 3 )5: 2.88 (2H,t, J=6.9Hz) , 3.61-3.71 (2H,m), 5.88 (lH.br t), 
6.42 (lH,d,J=15.7Hz), 7.08-7.33 (5H,m), 7.61 (IH.d, J=15. 7Hz) , 7.74-7.80 
(lH,m), 8.55 (lH,dd,J=4.8,1.6Hz), 8.71 (IH.d, J=2. 1Hz) 

mmm2 7 

<t&® 2 7 



: mp 226-231TC 

'H-NMR (DMS0-d a )5: 2.87 (2H,t, J=7. OHz) , 3.42-3.52 (2H,m), 6.71 (lH,d,J= 
15.9Hz), 7.30-7.50 (5H,m), 7.76 (2H,d, J=8. 2Hz) , 7.96-8.01 (lH.m), 8.29 
(1H, br t), 8.53-8.75 (2H,m) 
SU&0H2 8 



tttfrmp 140-141X: (Kixf ;b-A^fy) 

'H-NMR (CDC1 3 )5: 1.39 (3H, t, J=7. 1Hz) , 4.36 (2H,q, J=7. 1Hz) , 4.64 (2H,d, 
J=5.9Hz), 6.42 (lH.br t), 6.52 (IH.d, J=15. 7Hz) , 7.27-7.33 (IH.ra), 7.39 
(2H,d. J=8.4Hz), 7.67 (IH.d, J=15. 7Hz) , 7.74-7.80 (lH.m), 8.01 (2H,d. 
J=8.4Hz), 8.55 (lH,dd.J=4.8,1.6Hz), 8.71 (IH.d, J=2. 1Hz) 
H»I2 9 
ft£«|2 9 




o 




2 8 
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OCH 3 




CH 3 



OCH3 



(29) 



tttfrmp 138-140*0 (gt&x^U-^ify) 

'H-NMR (DMS0-d 6 , 150*0) 5: 2.79 (2H, t, J=7. Mz) , 2-99 (3H,s), 3.67 (2H, 

t,J=7.1Hz), 3.69 (3H,s), 3.73 (3H,s), 6.70-6.84 (3H,m), 7.02 (lH,d, 

J=15.6Hz), 7.29 (lH,d,J=15.6Hz), 8.02 (lH.br s) , 8.48 (lH.br s), 8.62 
(lH.br s) 

<t&m 0 



H 3 C^ N W1 13 

t£tf:mp 124.5-125.5*0 (BBJif Jt/-A*fy) 
*H-NMR (DMS0-d«. 150r) 5: 2.47 (3H,s), 2.79 (2H,t, J=7.2Hz) . 2.99 
(3H,s), 3.66 (2H,t,J=7.2Hz). 3.70 (3H,s), 3.74 (3H.s). 6.71- 6.93 
(4H,m), 7.19 (lH,d,J=8.1Hz), 7.31 (lH,d, J=15. 8Hz) , 7.77 (lH.d, J=8. 1Hz) , 
8.55 (lH.hr s) 
1 

it&m 1 



141* :mp 81-84*0 (^DO^ ? y-^^y) 

'H-NMR (DMS0-d a , 150*0 5 : 2.80 (2H, t, J=7. 2Hz) , 2.98 (3H,s), 3.64 (2H, 
t,J=7.2Hz), 3.69 (3H,s), 6. 81 (2H,d,J=8. 4Hz) , 6.95 (lH,d, J=15. 6Hz) , 7.12 





(31) 
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(2H,d,J=8.4Hz), 7.33 (lH,d, J=15.6Hz) , 7.29-7.37 (lH.m), 7.88-7.93 
(lH,m), 8.48-8.50 (lH.m), 8.69-8.70 (lH,m) 



tttt:mp 81-84-C ffiixf^-^ty) 

'H-NMR (DMS0-d 6 , 100°O 5: 2.83 (2H,t, J=7. 3Hz) , 2.95(3H,s), 3.66-3.73 
(2H,ra), 3.71(3H,s), 6. 70-6. 82 (3H,m) , 6. 98-7. 20 (2H,m) , 7.32-7.40(2H,m) , 
7.94-7.98(lH,m), 8.49-8.52(lH,m) , 8. 73-8. 74 (IH.m) 
W&ffl 3 3 
<t£®3 3 



ttttrmp 165-1671C (gm^^-^^y) 

•H-NMR (DMS0-d 8 , 150*0 6: 2. 77-2. 83 (2H,m) , 3.00(3H,s), 3.64-3.72 
(2H,m), 3.68(3H,s), 3.73(3H,s), 3.92(3H,s), 6.71-6.84(3H,m) , 7.03 (lH,d, 
J=15.9Hz), 7.37(lH,d,J=15.9Hz), 8.34(lH,br s) , 8. 89 (lH.br s) , 8.97(1H, 
br s) 

H5S#J3 4 
<t&®3 4 




(32) 





(34) 



•HCI 



3 0 



WO 99/05109 PCT/JP98/03312 

tttt : 

•H-NMR (DMSO-d 8 , 150^) <5 : 2. 79 (2H,t, J=7. 2Hz) , 2.99(3H,s), 3.67(2H,t, 

J=7.2Hz), 3.69(3H,s), 3.73(3H,s), 3.88(3H,s), 6. 71-6. 84 (3H,ra) , 6.98(1H, 

d,J=15.6Hz), 7.32(lH,d,J=15.6Hz), 7. 53 (iH.br s) , 8. 23-8. 24(lH,m) , 8.32 
(lH,br s) 
H»I3 5 
<t&® 3 5 




tttt:mp 71-74TC (St^i^U-^*-*:/) 

'H-NMR (DMSO-de, lOO^C) 5: 2. 77 (2H,t, J=7. 0Hz) , 2.98(3H,s), 3.61(2H,t,J= 
7.0Hz), 3.68(3H,s), 3.72(3H,s), 3.74(3H,s), 6.58(lH,s), 6.74(lH,s), 6.93 
(lH,d,J=15.6Hz), 7.28-7.36(2H,m), 7.85-7.89(lH,m) , 8. 48-8. 50 (lH,m) , 8.68 
(lH.br s) 
"£Mffl3 6 
<t&®3 6 




'H-NMR (DMSO-d 6 , 150*C) 5: 2.78-2.85 (2H,m), 3.01(3H,s). 3.25(3H,s), 
3.44-3.49(2H,m), 3. 63-3.81 (4H,m) , 3.74(6H,s), 4.96(2H,s), 6.48-6.53 
(2H,m), 6.94-7. 02 (1H,b), 7. 30-7. 39 (2H,m) . 7. 87-7. 91 (lH.m) , 8. 48-8. 50 (1H, 
m), 8. 70 (lH.br s) 

mmm3 7 

3 1 
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(37) 



tt#:mp 93-95X3 itim**fr-'\*'9'V) 

'H-NMR (DMSO-d,, 150X:) 5: 2. 78 (2H,t, J=7. 2Hz) , 2.99(3H,s), 3.64(2H,t, 

J=7.2Hz), 5.85(2H,s), 6. 63-6. 76 (3H,m) , 6.97(lH,d, J=15.6Hz), 7.30-7.37 
(2H,m), 7.89-7.93(lH,m), 8. 48-8. 50 (1H, in), 8.70(lH,br s) 




: lift 

'H-NMR (DMS0-d 8 )5: 2. 74(2H,t, J=7.4Hz) , 3.35-3. 46 (2H,m) , 6. 67-6. 75 (1H, 
brs), 6.81-7. 09 (4H,m), 7.57(lH,d, J=15.9Hz) , 7.93-8.00(lH,m) , 8.42-8.48 
(lH,m), 8.57-8.61(lH,m), 8.81-8.83(lH,m) , 9. 06-9. 07 (lH.m) 
li«3 9 
tt£#!3 9 




: mp 105-107TC (gt$x^;t,) 
•H-NMR (DMS0-d 6 )5 : 2.77 (2H,t, J=7. 2Hz) , 3.36-3.47 (2H,m), 3.69 (3H,s), 
3.75 (3H,s), 6.68 (lH,d, J=15. 7Hz) , 6.69-6.75 (2H,m), 6.84-6.90 (lH,m), 
7.34-7.41 (IH.m), 7.42 (lH,d, J=15. 7Hz) , 7.70-7.86 (IH.br), 7.86-7.92 
(IH.ml, 8.49-8.52 (lH,in), 8.69-8.70 (IH.n) 

3 2 
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<t&®4 0 



•HCI 



O 




(40) 



tt#:mp 144-146^ {x-tJ-A,) 

'H-NMR (DMS0-d 8 )6 : 2.75 (2H,t, J=7.2Hz) , 3.34-3.47 (2H,m), 3.68 (3H,s), 
3.74 (3H,s), 6.72-6.78 (2H,m), 6.86-6.92 (lH,m), 6.94 (IH.d, J=15. 9Hz) , 
7.57 (lH,t,J=15.9Hz), 7.95-8.02 (lH.m), 8.45-8.52 (lH.br), 8.61 (lH,d,J= 
8.1Hz), 8.83 (lH,d,J=5.4Hz), 9.08 (lH.s) 

mm 4 1 

<t&$J}4 1 



•f4tfc:mp 90-92"C (^nn^;l/A-/\4fif^) 

'H-NMR (CDCls) 6 : 2.88 (3H,t, J=6.8Hz) , 3.64-3.70 (2H,m), 3.80 (3H,s), 
5.80-5.90 (lH,br), 6.40 (IH.d, J=15.6Hz), 6.77-6.83 (3H,m), 7.24 (lH.t, 
J=7.8Hz), 7.27-7.31 (lH,m), 7.61 (IH.d, J=15,6Hz) , 7.74-7.78 (lH.ra), 
8.53-8.56 (IH.m), 8.69-8.71 (lH.ra) 
IIW4 2 
<t&®4 2 




(41) 



o 




tttt.-mp 81-83T: (^nn*iA-x-fJH 



WO 99/05109 PCT/JP98/03312 

'H-NMR (CD 3 0D)5 : 3.77 (3H,s), 4.45-4.49 (2H,n), 6.77 (lH.d, J=15. 9Hz) , 
6.79-6.92 (3H,m), 7.24 (lH,t, J=8. 1Hz) , 7.43-7.50 (lH.m), 7.59 (lH.d, 
J=15.9Hz), 8.01-8.08 (lH.ra), 8.49-8.52 (lH,m), 8.71 (IH.br s) 
HWI4 3 
it£VJ} 4 3 



tttt : mp 160-162"C 

'H-NMR (CD 3 0D)5 : 3.85 (3H,s), 4.41 (2H,s), 6.72-6.81 (2H.m), 6.75 (1H, 
d,J=15.9Hz), 6.90-6.92 (lH,m), 7.46 (lH,dd, J=8. 0, 4.9Hz), 7.59 (lH.d, 
J=15.9Hz), 8.00-8.07 (lH.m), 8.50 (M,dd, J=4.9, 1.5Hz), 8.71 (lH,d, 
J=2. 1Hz) 

^^54 4 

jf'V^^ N^^^OCH, (44) 

N ^COOCHj 
•HQ 

: mp 168-1701C * J -fr) 
*H-NMR (DMS0-d 6 , 100*C) 5 : 2.80 (2H,t, J=7.0Hz) , 3.60-3.80 (11H,ib), 
4.10-4.30 (2H,m), 6.72-6.86 (3H,m), 7.05 (lH.d, J=15. 3Hz) , 7.40 (lH.d, 
J=15.3Hz), 7.63 (lH,dd,J=8.1, 5.1Hz), 8.22-8.27 (lH,m), 8.60-8.64 
(lH.m), 8.87 (lH,s) 
H»|4 5 



3 4 
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O 



ttttrmp 193-195^ 

'H-NMR (DMSO-de)S : 4.29 (2H,d, J=5.8Hz) , 6.72 (2H, d, J=8. 4Hz) , 6.78 (1H, 
d,J=16.0Hz), 7.11 (2H,d,J=8.4Hz), 7.40-7.48 (lH,m), 7.49 (lH,d, 
J=16.0Hz), 7.94-8.01 (lH.m), 8.53-8.57 (2H,m), 8.75 (lH,d, J=1.9Hz) , 9.32 
(lH,s) 

<t&VB 4 6 



ttttzmp 172. 5-174. 5X1 

•H-NMR (DMSO-deU : 4.34 (2H,d, J=5.8Hz) , 6.72-6.84 (2H,m), 6.84 (lH,d, 
J=16.0Hz), 7.04-7.16 (2H,m), 7.41-7.48 ilH.m), 7.51 (lH,d, J=16. OHz) , 
7.95-8.01 (lH,m), 8.54-8.60 (2H,n>), 8.76 (lH,s), 9.64 (lH.s) 

<t£$l4 7 



tttt:mp 174-176T; (p^y-JU) 

'H-NMR (DMSO-d a )S : 2. 74 (2H,t, J=7. 4Hz) , 3.30-3.42 (2H,m), 3.78 (3H,s)~ 
6.67-6.86 (3H,m), 6.71 (lH.d, J=15.9Hz) , 7.41-7.48 (lH,m), 7.45 (lH,d, 
J=l5.9Hz), 7.94-8.00 (IH.ra), 8.21-8.27 (lH,br), 8.53-8.56 (IH.m), 8.56 





(47) 



3 5 
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(lH,s), 8.75 (lH,d,J=2.0Hz) 
IIW4 8 
lt&®4 8 




CaH 5 



(48) 



'H-NMR (CDC1,)5 : 1.16 (6H,t, J=7. OHz) , 2.81 (2H, t, J=6. 5Hz) , 3.33 (4H,q, 
J=7.0Hz), 3.51 (3H,s), 3. 56-3. 65 (2H,m) , 5.22 (2H,s), 5.95-6.05 (lH.br), 
6.31 (lH,dd,J=8.4, 2.5Hz), 6.40 (IH.d, J=15. 7Hz) , 6.46 (lH,d,J=2.5Hz) , 
6.98 (lH,d,J=8.4Hz), 7.26-7.33 (lH,m), 7.58 (IH.d, J=15. 7Hz) , 7.73-7.79 
(lH.m), 8.53-8.57(lH,m), 8.72 (M,d, J=2. 1Hz) 

mmm49 

lt&® 4 9 



tttt : mp 113-115^ (7ir N y) 

'H-NMR (DMSO-de, lOOt:) 5 : 2.75-2.82 (2H,ra), 2.98 (3H,s), 3. 60-3. 68 
(2H,m), 3.68 (3H,s), 6.77-6.84 (2H,m), 6.98 (IH.d, J=15. 7Hz) , 7.09-7.16 
(2H,m), 7.30-7. 36 (lH.m), 7.34 (IH.d, J=15. 7Hz) , 7.89-7.96 (lH.m), 
8.48-8.52 (lH.m), 8.71 (lH,d, J=2. 1Hz) 




(49) 
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OCH 3 



(50) 



N 
•HCl 



tttfrmp 185-18710 

'H-NMR (CD 3 0D)6 : 2.85(2H,t,J=7.2Hz) , 3. 57 (2H, t, J=7. 2Hz) , 3.70(3H,s), 

6.59-6.73(3H,m), 6.92(lH,d, J=15.9Hz) , 7. 63 (lH,d, J=15. 9Hz) , 8.06-8. 13(1H, 
m), 8.80-8.83 (2H,m), 9.06(lH,s) 

mmrns 1 



'H-NMR (DMSO-de, 100r) 5 : 2. 75 (2H, t, J=7. 5Hz) , 3.02(3H,s), 3.66(2H,t, 
J=7.5Rz), 3.73(3H,s), 6.64(lH,dd,J=8. 1,=2. 1Hz) , 6. 72(lH,d, J=2. 1Hz) , 6.82 
(lH,d,J=8.1Hz), 6.95-7. 17 (lH.m), 7.41 (IH.d, J=15, 7Hz) , 7.52-7.82(lH,m) , 
8.17(lH,ni), 8.59-8.61(lH,m), 8.85(lH,m) 

mmms 2 

<t&®5 2 



'I4tt:mp 123-124TC (j/^no^y-Mfy) 

'H-NMR (DMSO-ds, lOCC) 5 : 2.90(2H,t,J=7.2Hz) , 3.03(3H,s), 3.74(2H,t, 





(52) 



WO 99/05109 



PCT/JP98/03312 



J=7.2Hz), 7.00-7. 08UH,m), 7. 26-7. 44 (7H.m) , 7. 51-7. 56 (4H,a) , 7.95(lH,m), 

8. 50 (1H, dd, J=4. 8,1. 5Hz) , 8. 73 (1H, ml 

HWI53 



t£tf :mp 121-122*C {3-5 J -fr) 

•H-NMR (DMSO-de, lOO^C) 5 : 2.38(3H,s), 2.83(2H,m), 2.99(3H,s), 3.67 
(2H,t,J=7.2Hz), 6.99(lH,d,J=15.5Hz), 7.18(4H,m), 7. 21-7. 34 (2H,m) , 
7.91-7.95 (lH,n), 8. 50 (lH.dd, J=4. 7, 1. 4Hz) , 8.71(lH,m) 



•H-NMR (CDC1 3 )6 : 2.29(6H,s), 2. 79 (2H,t, J=6. 9Hz) , 3. 58-3. 68(2H,m) , 4.80 
(2H,s), 5.88(lH,m), 6.41(lH,d,J=15. 7Hz) , 6.89(2H,s), 7. 29-7. 51 (6H,m) , 
7.62(lH,d,J=15.7Hz), 7. 74-7. 77 (IH.rn) , 8.55(lH,dd,J=4.8,1.5Hz) , 8.71 
(lH,d,J=1.9Hz) 
H»I5 5 





(54) 




(55) 
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ttttrip 113-114^ (KSSxf-;u-^^ify) 

'H-NMR (CDC1 3 )6: 2.85 (2H, t, J=6.8Hz), 3.66 (2H, td, J=6.8, 6.8Hz), 
3.87 (6H, s), 5.73 (1H, br) , 6.39 (1H, d, J=15.6Hz), 6.74-6.86 (3H, m) , 
7.30 (1H, dd, J=7.6, 4.9Hz), 7.62 (1H, d, J=15.6Hz), 7.77 (1H, ddd, 
J=7.6, 2.2, t.7Hz), 8.56 (1H, dd, J=4.9, 1.7Hz), 8.72 (1H, d, J=2.2Hz) 

<t&®5 6 



tttt:mp 182-183X; (x?y -;u-B^X^;U) 

'H-NMR (DMS0-d 8 )5: 4.22 (2H, d, J=6Hz) , 6.52 (2H, d, J=8Hz), 6.78 (1H, 
d, J=16Hz), 6.96 (2H, d, J=8Hz) , 7.44 (1H, dd, J=8, 5Hz), 7.48 (1H, d, 
16Hz), 7.96 (1H, d, J=8Hz) , 8.45 (1H, t, J=6Hz) , 8.54 (1H, d, J=5Hz), 
8.75 (1H, d, J=2Hz) 

mmm5 7 

<t&®5 7 



tttt:mp 179-181TC (x^y -A^-SKif^) 

'H-NMR (DMSO-d a , 100*0 5: 2.97 (3H, s) , 4.56 (2H, s), 6.73 (2H, d, 
J=8Hz), 7.06 (2H,d, J=8Hz) , 7.26 (1H, d, J=16Hz), 7.37 (1H, dd, J=8, 
5Hz), 7.5L (1H, d, J=16Hz) , 8.03 (1H, ddd, J=8, 2, 2Hz) , 8.51 (1H, dd, 
J=5, 2Hz), 8.79 (1H, d, J=2Hz), 8.93 (1H, br) 
HMII5 8 





3 9 
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(58) 



tett : mp 90-91TC (B^^^;U-'\^if» 

•H-NMR (DMS0-d 8 )5: 2.83 (2H, t, J=7Hz) , 3.43 (2H, td, J=7, 6Hz), 6.70 

(1H, d, J=16Hz), 7.10-7.36 (4H, m), 7.42-7.50 (1H, n),7.46 (1H, d, 
J=16Hz), 7.98 (1H, ddd, J=8, 2, 2Hz), 8.32 (1H, t, J=6Hz), 8.55 (1H, dd, 
J=5, 2Hz), 8.75 (1H, d, J=2Hz) 
HJ60H5 9 
<t&®5 9 



tttt : rap 96-97T; (BMxfJl) 

•H-NMR (CD 3 0D)5: 2.49 (3H, d, J=lHz) , 2.78 (2H, t, J=7Hz), 3.48 (2H, t, 
J=7Hz), 6.22 (1H, d, J=lHz), 6. 60-6. 73 .(3H, in), 7.10 (1H, t, J=8Hz) , 
7.44 (1H, dd, J=8, 5Hz), 7.94 (lH.d, J=8Hz) , 8.49 (lH,d, J=5Hz) , 8.64 
(1H, d, J=2Hz) 
IUffi0t|6O 
<t&®6 0 



tttt : dip 176-179*0 (ftttxf-JI/) 

'H-NMR- (DMSO-da) 5 : 2.48 (3H, d, J=lHz) , 2.64 (2H, t, J=7Hz) , 3.25-3.32 
(2H, n). 6.25 (1H, d, J=lHz), 6.68 (2H, d, J=8Hz) , 7.02 (2H, d, J=8Hz) . 
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7.43 (1H, dd, J=8, 5Hz), 7.88 (1H, d, J=8Hz) , 8.10 (1H, t, J=6Hz) , 8.55 
(lH.dd, J=5, 2Hz), 8.70 (1H, d, J=2Hz), 9.20 (lH,s) 

4t&me i 



tt#:mp 157-158T: (x^y-^-ftBJif ^) 

'H-NMR (CDCla)S: 2.84 (2H, t, J=7Hz) , 3.64 (2H, td, J=7, 6Hz) , 5.01 
(2H, s), 5.67 (M, br), 6.38 (1H, d, J=16Hz), 6.94 (2H, d, J=9Hz) , 7.14 
(2H, d, J=9Hz), 7.29-7.45 (6H, m) , 7.61 (1H, d, J=16Hz), 7.77 (1H, d, 
J=8Kz), 8.56 (IH.dd, J=5, 2Hz) , 8.72 (1H, d, J=2Hz) 
1116 2 

<t&m6 2 



'H-NMR (DMSO-de, 100*0 6: 1.89 (3H, d, J=lHz) , 2.80 (2H, t, J=7Hz), 
2.95 (3H, s), 3.59 (2H, t, J=7Hz), 3.70 (3H, s) , 3.72 (3H, s) , 6-26 (1H, 
br s), 6.72 (1H, dd, J=8, 2Hz) , 6.79 (1H, d, J=2Hz) , 6.84 (1H, d, 
J=8Hz), 7.34-7.38 (1H, m), 7.68-7.70 (1H, n) , 8.44-8.45 (1H, m), 
8.49-8.50 (1H, m) 
M6 3 
<t&fo6 3 




(61) 




(62) 



• HCI 



4 1 
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o 

ere- 



och 3 



0CH3 



(63) 



'H-NMR (CDCU)S: 2.05 (3H, d, J=lHz) , 2.86 (2H, t, J=7Hz), 3.63 (2H, 
td, J=7, 6Hz), 3.87 (6H, s) , 6.12 (1H, t, J=6Hz), 6.75-6.86 (3H, m) , 
7.25-7.34 (2H, m) , 7.59-7.63 (1H, m), 8.49-8.54 (2H, n) 
HWI64 
<t£® 6 4 




(64) 



O^OCH 3 



tttt : mp 75-77TJ (ft«x^-A#t» 

'H-NMR (CDCla)S: 2.94 (2H, t, J=7Hz) , 3.51 (3H, s) , 3.67 (2H, td, J=7, 
6Hz), 5.24 (2H, s), 5.96 (1H, br) , 6.40 (1H, d, J=16Hz), 6.93-7.30 (5H, 
a), 7.59 (1H, d, J=16Hz), 7.76 (lH,d, J=8Hz) , 8.56 (lH.dd, J=5, 1Hz), 
8.72 (1H, d, J=2Hz) 
HS£#I|65~68 

HJS0I6 5 
4t&®6 5 




N 



(65) 



COOH 
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tttt : rap 245-248TJ 

'H-NMR (DMSO-de)S: 4.49 (2H, d, J=6Hz) , 6.82 (1H, d, J=16Hz), 7.39-7.46 
(1H, ■), 7.41 (2K, d, J=8Rz), 7.53 (1H, d, J=16Hz) , 7.92 (2H, d, J=8Hz) . 
8.01 (1H, d, J=8Hz), 8.56 (1H, d, J=5Hz) , 8.75-8.81 (2H, m), 12.9 (1H, 
br) 



OCH 3 




#4* : rap 152-155^ 

'H-NMR (DMSO-d 8 , 150^) 5: 2.75 (2H, t, J=7. 1Hz) , 2.99 (3H, s), 3.66 
(2H, t, J=7.1Hz), 3.73 (6H, s), 6.64 (2H, s) , 6.98 (1H, d, J=15.6Hz), 
7.33 (1H, d, J=15.6Hz), 7.34-7.40 (1H, m) , 7.92-7.96 (1H, m), 8.49-8.51 
(1H, m) , 8. 72 (1H, br s) 




N(C 2 H 5 )2 

(67) 



t£tt:mp 150-152^C (7-fc h y~UJ-)\s) 

•H-NMR (DMS0-d 6 )5: 1.06 (6H, t, J=6.9Hz), 2.59 (2H, t, J=7.4Hz), 3.23 
(4H, q, J=6.9Hz), 3. 25-3. 35 (2H, m) , 6.06 (1H, dd, J=8.3, 2.4Hz), 6. 17_ 
(1H, d, J=2.4Hz), 6.73 (1H, d, J=15.9Hz), 6.82 (1H, d, J=8.3Hz), 
7.40-7.48 (1H, m), 7.45 (1H, d, J=15.9Hz). 7.94-8.00 (IH, m) , 8.19 (1H, 
t, J=5.5Hz), 8.53-8.57 (1H, m) , 8.75 (IH, d, J=L.9Hz), 8.97 (lH.s) 
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mmmes 




(68) 



tttt:mp 137-138t (K^x^^-^^-ff-y) 

l H-NMR (CDC1 3 )5: 2.24 (6H, s), 2.76 (2H, t, J=7Hz), 3.58-3.67 (2H, ■), 
5.00 (1H, br s), 5.81 (1H, br s), 6.40 (1H, d, J=16Hz) , 6.83 (2H, s), 
7.30 (1H, dd, J=8, 5Hz), 7.60 (1H, d, J=16Hz), 7.77 (1H, dt, J=8, 
2Hz), 8.55 (1H, dd, J=5, 2Hz) , 8.68 (1H, d, J=2Hz) 
3Hfi0!6 9 

(Z)-N-(3- p< ^^7x^fjH-3-7x-;H-(3-^JS/jH-2-yn^vi7? 



60% fcmti- V 'j 528mgv i?^fMX*y»f;t. 2.20g&tfr by 

hw*>y 2.oig^jnA., m&vimmmbtzo EU£&&VBZ*Mz&g. m 

^^\Zim\t± b l )V h 4.40g/7K 22ml 22ml ^0A.MST*5 

VH*M&£kb. l^ilLT(Z)-3-7x-;L/-3-(3-f'; -2-7*n^>i • jg 
1.00g(35«) Hf£. 

'H-NMR (CD 3 0D)6: 6.74 (1H, s) , 7. 35-7.52 (5H, m) , 8.09-8.16 (1H, m) , 
8.43-8.49 (1H, m), 8.73-8.90 (2H, n) 




(69) 
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0.40g(l4S) mtio 

'H-NMR (CD,0D)5: 6.73 (1H, s) , 7.27-7.50 (5H, m) , 8.05-8.15 (1H, m) , 

8.49- 8.57 (1H, m) , 8.78-8.91 (2H, m) 

(2)-3-7i-Jl/-3-(3-ey*?JU)-2-yn^yK-*a»Sl.00g £3-*b*i/ 
33g (98*) 

'H-NMR (CDC1 3 )5: 2.66 (2H, t, J=7Hz), 3.41-3.51 (2H, ra), 3.79 (3H, s) , 

5.50- 5.68 (1H, ■), 6.34 (1H, s) , 6.64-6.68 (2H, m) , 6.73-6.79 (1H, ra) , 
7.18-7.35 (7H, m) , 7.52-7.58 (1H, m), 8.45-8.46 (1H, m), 8.57-8.60 (1H, 
m) 

(E)-N-(2- th'nJf^7x^^H-3-(3- try $?;u)-2-7*n^^K7$ K 
®7 0)<D&f8L 



ivvx-z-d-wvfi,) 22.35g &u 

24.54g £$?*^;t/*;k&7$ K 300mliCr3fi?U 40*CT?40#RiHj|#l/ 
fe« &(^T?Sa&* M 9£ 41.4g&O t 2-fc Ka#*/7x*fjU75:> • ^fbkSl! 
« 32.70g SrM&TfCjta*. HSfflflBtUfc. 5«%aETJC 

AyM7A^D7h^7^- (^an*M : ;>< ^ J -JU=20: 1) T?Sa&£, 
P< *y-;U«fc D3f*SI&U«»ffc£$l24.98g(62%) 
1$^:mp 170-172*C (*?y-;i/) 

•H-NMR (CD 3 0D)<5 : 2.87 (2H, t, J=7Hz) , 3.55 (2H, t, J=7Hz) , 6.72-6.78 
(3H, ■), 6.99-7.10 (2H, m) , 7.42-7.57 (2H, m) , 7.99-8.04 (1H, m), 
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WO 99/05109 



PCT/JP98/03312 



8.48-8.51 (1H, m), 8.68-8.69 (1H, n) 

mmm7 i~so 

msm i o \zm d fc^ic «k o 1 1 8 o tz 0 

<t&®7 1 




tttt:mp 217-219TC 

'H-NMR (DMS0-d«)6: 2.51 (2H, t, J=7. 1Hz) , 3.16-3.26 (2H, m) , 6.53 (2H, 
d, J=8.4Hz), 6.57 (1H, d, J=15.9Hz), 6.87 (2H, d, J=8.4Hz), 7.28-7.34 
(1H, m), 7.30 (1H, d, J=15.9Hz), 7.79-7.85 (1H, m), 8.06 (1H, br t, 
J=5.5Hz), 8.40 (1H, dd, J=4.7, 1.6Hz), 8.60 (1H, d, J=2.0Hz), 9.04 (1H, 
s) 

5IWI7 2 
it&®l7 2 




'H-NMR (CDC1 3 )6: 2.91 (2H, t, J=7Hz) , 3.59-3.68 (2H, in), 3.84 (3H, s) , 
6.14-6.34 (1H, m), 6.42 (1H, d, J=16Hz) , 6.83-7.31 (5H, m) , 7.57 (1H, d, 
J=16Hz), 7. 72-7.78 (1H, n) , 8.51-8.54 (1H, m) , 8.69-8.70 (1H, m) 

nmM7 3 
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• HCI 

141* :mp 192-199^ (X* J -)\,- * f J -)\y) 

•H-NMR (DMSO-ds, 100X:) 5: 2.75 (2H, t, J=7Hz) , 2.99 (3H, s), 3.67 (2H, 

t, J=7Hz), 3.74 (3H, s), 6.60 (1H, dd, J=8, 2Hz), 6.68 (1H, d, J=8Hz), 

6.77 (1H, m), 6.89 (1H, br s), 7.17 (1H, d, J=16Hz), 7.38 (1H, d, 
J=16Hz), 7.73 (1H, dd, J=8, 5Hz), 8.39 (1H, d, J=8Hz) , 8.66 (1H, dd, 
J=5, 1Hz), 8.95 (1H, s) 

<fcl^&7 4 




• HCI 



: mp 215TJ (#fi?) Mxf^-^^y-^) 
'H-NMR (CD 3 0D)6: 2.92 (2H, t, J=7Hz) , 3.50 (2H, t, J=7Hz) , 6.31 (2H, d, 
J=8Hz), 6.82 (1H, t, J=8Hz), 6.94 (1H, d, J=16Hz) , 7.61 (1H, d, J=16Hz) , 
8.08-8.14 (1H, m), 8.80-8.84 (2H, m) , 9.07 (1H, s) 
HJ60H75 




oh (75) 



•HCI 



ttl*:mp 155-159*C (x* J 

■H-NMR (DMS0-d 8 )6: 2.70 (2H, t, J=7. 3Hz) , 3.35-3.45 (2H,ra), 6.57-6.67 
(3H,ra), 6.88 (lH,d, J=15. 9Hz) , 7.04-7.12 (IH.m), 7.55 (lH,d, J=l5.9Hz) , 
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7.84-7.92 (IH.ra), 8.40 (IH, t, J=5. 6Hz) , 8.49 (lH,d, J=8.2Hz) , 8.78 (lH,d, 
J=5.0Hz), 9.01 (lH,s) 



tttt : mp 203-205'C U ? J ~M 

'H-NMR (DMS0-d 6 )5: 2.65 (2H, t, J=7. 3Hz) , 3.27-3.39 (2H,m), 3.66 (3H,s), 
6.31 (lH,dd,J=8.2, 2.5Hz), 6.39 (IH.d, J=2. 5Hz) , 6.72 (lH.d, J=15.8Hz) , 
6.95 (lH,d,J=8.2Hz|, 7.40-7.48 (lH,m), 7.45 (lH,d, J=15. 8Hz) , 7.94-8.00 
(lH,m), 8.18-8.24 (lH.br), 8.53-8.56 (lH.m), 8.75 (M,d, J=1.9Hz) , 9.43 
(lH,s) 

<t&&7 7 



tttt : mp 82. 5-84. 5X3 m&^?M 

'H-NMR (CDC1 3 )5: 2.87 (2H, t, J=6. 8Hz) , 3.62-3.72 (2H,m), 4.51-4.55 
(2H,ra), 5.28 (M,dd, J=10.5, 1.5Hz), 5.41 (lH.dd, J=17. 3, 1.5Hz), 

5.72- 5.80 (lH.br), 6.04 (lH,ddd,J=17. 3, 10.5. 5.3Hz), 6.39 (lH.d, 
J=15.7Hz), 6.78-6.84 (3H.m), 7.19-7.33 (2H,m), 7.61 (lH,d. J=15. 7Hz) , 

7.73- 7.80 (lH.m), 8.53-8.57 (lH,m) , 8.71 (lH.d J=l. 7Hz) 
IIW7 8 

<t$m8 
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(78) 



'H-NMR (DMSO-de, 100"C) 5: 2.25 (3H,s), 2.80-2.88 (2H,m), 2.93 (3H,s), 
3.64-3.72 (2H,m), 6. 71-7. 15 (8H,m) , 7.19-7.28 (IH.ra), 7.33-7.40 (lH,m), 
7.37 (lH,d,J=15.2Hz), 7.94-7.99 (IH.m), 8.49-8.53 (lH,m), 8.73-8.74 (1H, 
m) 

HI&0II7 9 



'H-NMR (CDC1 3 )6: 2.93 (2H, t, J=6. 7Hz) , 3.50 (3H,s), 3.60-3.71 (2H,m), 

5.22 (2H,s), 5.85-5.93 (lH.br), 6.40 (lH,d, J=15. 7Hz) , 7.02-7.14 (3H,m), 

7.26-7.34 (lH.m), 7.60 (lH,d, J=15. 7Hz) , 7.77 (lH,d, J=7.9Hz) , 8.56 (M,d, 
J=4.6Hz), 8.71 (lH,s) 
HM8 0 



111* : mp 178-180*0 (7-fc h V) 

'H-NMR (DMS0-d 8 )6: 2.75 (2H, t, J=7. 1Hz) , 3.36-3.46 (2H,m), 6.70 (lH,d,J= 
15.8Hz), 6.86 (lH,d,J=8.9Hz), 6.99-7.15 (2H,m), 7.40-7.48 (lH.m), 7.45 




(79) 




OCF, 
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(lH,d,J=15.8Hz), 7.93-8.00 (lH.m), 8.25 (lH.t ,J=5. 6Hz) , 8.53-8.56 
(lH,m), 8.74 (lH,d,J=1.5Hz), 9.83 (lH,s) 

mmms 1 

(E)-N-(3- tKn#>>7x^H-3-(3- HVpA/) -2-"/n^y^T$ K 
#18 1) <D&f& 



h7yX-3-(3-f'je?;H 7?'))l>m 179g (DVtuutfv 4.8L WffiZ. 
*^H^T{C h ';x^;U7 5 > 584ml, fcTA'J y&^n ■/ K 148ml%lli)dlDA. 

i5OT^u/io M^ri^STo-t kd^j/7x^w^ y - mitfcMMtg 

263g^jDA.. 2mmbtz 0 mm^mnz^m. mgmz*zmz.. mm 
t&ikzzm;*^ **;-)i>£*)n%£kLMm<t&® 25i.4g(78*)£ff§fc 0 

iktf::inp 163. 0-164. 51C (x*y-;u) 

'H-NMR (DMS0-d 6 )«: 2.70 (2H, t, J=7Hz) , 3.40 (2H, td, J=7, 5Hz) , 
6.59-6.66 (3H, m), 6.73 (1H, d, J=16Hz), 7.04-7.12 (1H, m), 7.39-7.45 
(1H, m), 7.46 (1H, d, J=16Hz) , 7.94-7.9* (1H, m), 8.24 (1H, t, J=5Hz) , 
8.52-8.56 (1H, m) , 8.73-8.74 (1H, m), 9.25 (1H, s) 
HM8 2&tf8 3 

mmms 1 izmtttmzj: *)<t&®8 2Rmt&fo& 3*#ac» 

<t&®8 2 



141* :mp 115-ll6r (^OD^y-^ty) 

'H-NMR (CDC1 3 )5: 2.87 (2H, t, J=6.8Hz), 3.46-3.71 (2H, m) , 5.06 





(82) 
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(2H, s), 5.73 (1H, m), 6.37 (1H, d, J=l5.7Hz), 6.81-6.89 (3H, m), 

7.21-7.46 (7H, m) , 7.61 (1H, d, J=15.7Hz), 7.73-7.79 (1H, n), 8.56 (1H, 

dd, J=4.8, 1.5Hz), 8.72 (1H, d, J=1.9Hz) 




tttfcrmp 130-135X: (Kixf;i/-^^y-;i/) 

•H-NMR (DMSO-de)S: 2.53 (2H, t, J=7Hz), 3.19-3.25 (2H, m) , 6.50 (1H, 
s), 6.56-6.61 (3H, m), 7.04-7.08 (1H, m) , 7.13-7.16 (2H, m), 7.35-7.39 
(4H, m), 7.54-7.57 (1H, m), 8.02-8.05 (1H, o) , 8.45-8.46 (1H, m), 
8.53-8.54 (1H, m), 9.25 (1H, br s) 
Hi£#l8 4 

(E)-N-(3,4- V* K^$/7x^^;u)-N-^^;U-3-(3-tf';^;H-2-yn^yKT 
^ K (fc£tt8 4) <D&f& 




b?yX-Z-(Z-\2*)*?AA 7?'J;l^*;U 326mg, 3,4-S>* h^f^-N- ^f- 
;U7x^^;UT^> 390mg, 60* Tk^t^" h ') 7 A 80mg $L&Px.*-lsV7i) 3 

-*=50:l)T*ttS{&* HiAlilM 278mg(4335) fcfcfc. 
til* : mp 84-861C (iiif i-^Jfty) 

5 1 
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'H-NMR (DMS0-d«, 1501:) 6 : 2.78 (2H, t, J=7.2Hz), 3.00 (3H, s) , 3.67 
(2H, t, J=7.2Hz), 3.69 (3H, s), 3.74 (3H, s), 6.72-6.75 (1H, m) , 
6.81-6.83 (2H, ■) . 6.95 (1H, d, J=15.6Hz), 7.31-7.36 (2H, m), 7.87-7.90 
(1H, n), 8.48-8.50 (1H, m), 8.69-8.70 (IH, n) 
5 

(E) -N- (3,4- V t K n * */y x TA-l- (3- tf ') Vfr) -Z-~?u * y& 

75 K Mk£*8 5) <D&f& 



3US0!8 4-Cfll6nfc(E)-N-(3,4- S?* S*S/7i*^;i>)-N-^;U-3-(3-e 
-2- ^n^y^T^K 2.65g (8.31mmol) *V?UU*?y 66ml 
1S?U 7Azty%m%T. -30 rT*lM<DH^k*?fgS>?nn;<*yi§& 33ml 

lab, «rajufcM«Kaa*536Ufc. 5«*seetc»»u as«i%s/';*y 

^7A^a?h^7^- (^nn*M : **y-;u=30:l)T-*i§g^ 
HUHg<k£#l 2.19g(90«) 

1£t*:mp 155-158^ (^no^^y-^fy-^^;-^) 
1 H-NMR (DMS0-d 6 , lOOt:) 6 : 2.68 (2H, t, J=6.8Hz), 2.98 (3H, s), 3.60 
(2H, t, J=6.8Hz), 6.46-6.51 (1H, n), 6.62-6.66 (2H, m), 7.00 (1H, d, 
J=16.1Hz), 7.35-7.39 (1H, ■), 7. 37 (1H, d, J=16. 1Hz) , 7.94-7.98 (1H, m) , 
8.08 (1H, brs), 8.16 (1H, brs), 8.49-8.52 (IH, n) , 8.73-8.74 (1H, m) 
HSfi^!8 6~9 3 

K 3 1, 32. 39, 42, 5 5&tf6 9T?fll5ftfc&{k£tt* 
WMtbX. *««8 5C«i;fc^K:«t0^k^«8 6, <k&4&8 7, <t&til 
8 8, <t&#j8 9, tt&#l9 0, <k£tt9 l&Crtk£&9 2fcfffc. <k£ 
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OH 



tttt : mp 190-196T: (* ?J-)l>) 

'H-NMR (DMS0-d«)5: 2.60 (2H, t, J=7.3Hz), 3.28-3.36 (2H, m), 6.14 (1H, 
dd, J=8.2, 2.3Hz), 6.31 (1H, d, J=2.3Hz), 6.81 (IH, d, J=8.2Hz), 6.88 
(1H, d, J=15.9Hz), 7.55 (1H, d, J=15.9Hz), 7.92 (1H, dd, J=8.2, 5.4Hz), 
8.34 (1H, t, J=5.6Hz), 8.54 (1H, d, J=8.2Rz), 8.79 (1H, d, J=5.4Hz), 
9.03 (1H, s) 

mmm8 7 



tttt:mp 155-157°C (ffE8?J^;i/-* ? J 

'H-NMR (DMS0-d a , lOOt;) 5: 2.74 (2H, t, J=6.8Hz), 2.98 (3H, s), 3.62 
(2H, t, J=6.8Hz), 6.66-6.70 (2H, n) , 6.99-7.03 (3H, m), 7.32-7.40 (2H, 
■), 7.95-7.99 (IH, n) , 8.50-8.52 (IH, ra) , 8.74 (IH, m), 8.77 (1H, s) 
HSS018 8 





(88) 
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'H-NMR (DMSO-da, 150*C) 6: 2.78 (2H, t, J=7.3Hz), 2.99 (3H, s), 3.65 
(2H, t, J=7.3Hz), 6.57-6.66 (3H, m) , 6.93-7.07 (2H, in), 7.30-7.39 (2H, 
a), 7.88-7.92 (1H, m) , 8.47-8.50 (1H, m) , 8.70-8.71 (1H, m) 
HIS0II8 9 
<t&®8 9 



tttfrmp 193-195"C 

'H-NMR (DMS0-d«)5: 2.65 (2H, t, J=7.3Hz), 3.33-3.38 (2H, m) , 6.43 (1H, 
dd, J=8.5, 2.9Hz), 6.50 (1H, d, J=2.9Hz), 6.60 (1H, d, J=8.5Hz), 6.73 
(1H, d, J=15.9Hz), 7.42-7.46 (1H, m) , 7.46 (1H, d, J=15.9Hz), 7.96-7.99 
(1H, m), 8.24 (1H, t, J=5.6Hz), 8.53-8.56 (1H, m), 8.57 (1H, s), 8.65 
(1H, s), 8.74-8.76 (1H, m) 
HJS0II9 0 
<t£Wi9 0 



ttttrmp 164-166^ {tfJ-^) 

'H-NMR (CD 3 OD)S: 4.43 (2H, s) , 6. 65-6. 81 (3H, m) , 6.77 (1H, d, 
J=15.9Hz), 7.10-7.18 (1H, m) , 7.42-7.50 (1H, m) , 7.59 (1H, d, J=15.9Hz), 
8.01-8.08 (1H, in), 8.49-8.53 (1H, n) , 8.70-8.72 (1H. in) 

mmm9 1 

<t&til9 1 



OH 




o 
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tttt : rap 222-223TJ (*- * ? J 

'H-NMR (CD 3 0D)5: 2.59 (2H, t, J=7.8Hz), 3.23-3.41 (2H, m), 6.46 (1H, 
dd, J=7.8, 2.2Hz), 6.61 (1H, d, J=2.2Hz), 6.64 (1H, d, J=7.8Hz), 6.72 
(IH, d, J=16.1Hz), 7.44 (IH, dd, J=8.3, 4.9Hz), 7.44 (1H, d, J=16.1Hz), 
7.97 (IH, ddd, J=8.3, 2.2, 1.7Hz), 8.55 (1H, dd, J=4.9, 1.7Hz), 8.75 
(1H, d, J=2.2Hz) 
2 

4"t£43j9 2 




■H-NMR (CD 3 0D)5: 2.63 (2H, t, J=7. 1Hz)-, 3.31-3.38 (2H, m) , 6.52 (1H, 
s), 6.62-6.76 (3H, m) , 7.04-7.12 (1H, ■) , 7.22-7.63 (7H, m) , 8.34-8.35 
(1H, m), 8.48-8.51 (1H, id) 
US$0119 3 
4t£#!9 3 




•t$ft:mp 188-193X3 {*5J-)\,) 

'H-NMR (DMS0-de)5: 2.57-2.64 (2H, m) , 3.19-3.29 (2H, m) , 6.59-6.64 (3H, 
m),6.84 (IH, s), 7.03-7.11 (IH, n) , 7.28-7.33 (2H, m) , 7.40-7.47 (3H, 
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■), 7. 99-8. 05 (1H, m), 8.23-8.29 (1H, m) , 8.60-8.65 (1H, m) , 8.82-8.83 
(1H, n), 8.87-8.89 (1H, m) 
H»i9 4 

[3- [2- [(E) -3- (3- ifiJVJU) 7?>)UJ)l,7$.;] x^;H 7xy*S/] ft 



lTlSe>*lfc(E)-N-(3- kKn#i/7i^f;H-3-(3- £ $?;!/) -2- 
•7u*.yM7$ M 1. 07 g (4.0 mmol) ^nn^fjb 0.52 g (4.8 mmol)* 
5>*^A>#*A75 K 12 ilCSJBU 1.66 g (12 mmol) £}J0 

a. 6orT?8i*iyH»fufc. mmt. mm^\zmsL^^mx.. *mm* 

am*?ilgAl/aUHI:€tt 0.83 g (61%) £«§fco 
tttt : mp 102-104TC (JfflxfA.) 

•H-NMR (DMSO-de)S: 2.78 (2H, t, J=7Hz) , 3.44 (2H, td, J-7, 6Hz), 3.71 
(3H, s), 4.79 (2H, s), 6.74 (1H, d, J=16Hz) , 6.76-6.88 (3H, ■), 7.23 
(1H, t, J=8Hz), 7.44-7.51 (1H, ■) , 7.47 (1H, d, J=16Hz), 7.99 (1H, d, J= 
8Hz), 8.27 (1H, t, J=6Hz), 8.57 (1H, dd, J=5, 1Hz) , 8.77 (1H, d, J=2Hz) 
HM19 5-10 9 

mmm9 4izmbt£fimz& <xt&®9 5Mt^i 1 1 1 

4t&fa9 5 




(94) 




OC 2 H 5 



(95) 



t4tt:mp 126-1291C (i^y-^-BfflJif^) 
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'H-NMR (DMSO-da, 10(TC) 6 : 1.20 (3H, t, J=7Hz) , 3.00 (3H, s) , 4.17 (2H, 

q, J=7Hz), 4.62(2H, s) , 4.68 (2H, s) , 6.90 (2H, d, J=9Hz) , 7.19 (2H, d, 

J=9Hz), 7.37 (1H, d, J=16Hz), 7.52-7.63 (2H, n) , 8.32 (1H, d, J=8Hz), 
8.61 (1H, dd, J=5, 1Hz), 8.93 (1H, d, J=2Hz) 

mmm9 6 

<t&® 9 6 



•H-NMR (DMS0-d«)5: 2.76 (2H, t, J=7Hz) , 2.83 (3H, s), 2.99 (3H, s) , 

3.44 (2H, td, J=7, 6Hz), 4.77 (2H, s) , 6. 72-6.96 (4H, ■), 7.20 (1H, t, 

J=8Hz), 7.56 (1H, d, J=16Hz), 7.89-7.96 (1H, in), 8.46-8.56 (2H, m), 8.79 
(1H, d, J=5Hz), 9.03 (1H, s) 

<t&®9 7 



• HCI 

tett:mp U1-114X: (x? S-As-fmx-f-A/) 

'H-NMR (DMSO-de)S: 1.16 (3H, t, J=7Hz) , 1.50 (6H, s) , 2.74 (2H, t, 
J=7Hz), 3.41 (2H, td, J=7, 6Hz), 4.16 (2H, q, J=7Hz) , 6.59-6.67 (2H, m) , 
6.85-6.89 (1H, m) , 6.89 (1H, d,J=16Hz), 7.19 (1H, t, J=8Hz) , 7.56 (1H, 
d, J=16Hz), 7.91 (1H, dd, J=8, 5Hz) , 8.44 (1H, t, J=6Hz) , 8.52 (1H, 
br d, J=8Hz), 8.79 (1H, dd, J=5, 1Hz) . 9.03 (1H, d, J=2Hz) 

<t&W9 8 




•HCI 




5 7 



WO 99/05109 
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t$tt:mp 64-66TC (ffii^-'\*ty) 

'H-NMR (CDC1 3 )5: 1.25 (3H, t, J=7.1Hz), 2.03-2.16 (2H, m), 2.50 (2H, t, 
J=7.1Hz),2.86 (2H, t, J=6.8Hz), 3.63-3.72 (2H, m) , 4.00 (2H, t, 
J=6.1Hz), 4.14 (2H, q, J=7.Mz), 5.87 (1H, br s), 6.42 (1H, d, 
J=15.7Rz), 6.75-6.82 (3H, m), 7.18-7.32 (2H, m), 7.61 (1H, d, J=15.7Hz), 
7.74-7.80 (1H, m), 8.54-8.56 (1H, m), 8.71 (1H, br s) 
HJ60H9 9 
<t&Va9 9 




tett : mp 91-93TC ffim*-?)U) 

'H-NMR (CDCUlfi: 1.28 (3H, t, J=7. 1Hz) , -2.86 (2H,t, J=6. 7Hz) , 3.60-3.70 
(2H,m), 4.24 (2H, q, J=7. 1Hz) , 4.62 (2H, s) , 5.98 (1H, brt) , 6.44 (lH,d, 
J=15.7Hz), 6.74-6.88 (3H,m), 7.19-7.32 (2H,m), 7.60 (lH,d, J=15. 7Hz) , 
7.74-7.80 (lH.m), 8.52-8.56 (lH.m), 8.69-8.71 (1H, m) 

Mmm 1 0 0 

its® ioo 




o^cooc^ (100) 



•HCI 



ttftrmp 129-132"C {3-5 J 

'H-NMR (DMS0-d 6 )6: t- 20 (3H, t, J=7. 1Hz) , 2.77 (2H, t J=7. 1Hz) , 3.38-3.49 

5 8 
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(2H,ni), 4.16 (2H,q,J=7.1Hz), 4.75 (2H, s) . 6.73-6.87 (3H,m), 6.91 (M,d, 
J=16.1Hz), 7.17-7.26 (IH.ni), 7.56 (IH.d, J=16. 1Hz) , 7.91-7.98 (lH,m), 
8.45 (M,t,J=5.6Hz), 8.57 (lH,d, J=8. 1Hz) , 8.81 (lH.d, J=5. 3Hz) , 9.05 (1H, 
s) 

iw i o i 

lt&® 1 0 1 



tttf : mp 106-108T: (lt&x^;U) 

'H-NMR (CDC1 3 )S: 1.30 (3H,t, J=7. 1Hz) , 2.84 (2H,t, J=6. 7Hz) , 3.58-3.68 
(2H,m), 4.27 (2H,q, J=7. 1Hz) , 4.61 (2H, s) , 5.70-5.80 (1H, brt) , 6.40 
(M,d,J=15.7Hz), 6.86 (2H,d,J=8.6Hz) , 7.14 (2H, d, J=8. 6Hz) , 7.29-7.33 
(lH,ra), 7.61 (lH,d,J=15.7Hz), 7.75-7.80 (lH.m), 8.54-8.57 (lH,m), 
8.71-8.72 (1H, m) 

mm 1 o 2 

<t&® 1 0 2 



ttt£:mp 155. 5-157. 5"C (x—f;U-p< 

'H-NMR (DMS0-d 8 )6: 2.84 (2H, t, J=7. 2Hz) , 3.40-3.50 (2H.n), 3.71 (3H,s), 
4.86 (2H, s), 6.86-6.94 (2H,n>), 6.90 (lH,d, J=15.9Hz) , 7.14-7.21 (2H,m), 
7.56 (lH,d,J=15.9Hz), 7.93 (lH,dd, J=8. 1, 5.4Hz),8.39 (lH.t, J=5. 3Hz) , 
8.54 (lH,d,J=8.1Hz), 8.80 (lH.d, J=5. 4Hz) , 9.04 (lH,s) 

mmm 1 o 3 
its® 1 0 3 





(102) 



•HCI 
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y CH, 




O^COOCaHj 



o^cooc,h s (103) 



•HCI 



ttttcmp 131-133TC (i^;-A/-KUxf;H 

'H-NMR (DMSO-de, 100*0 6: 1.20 (3H,t, J=7. 1Hz) , 1.21 (3H,t, J=7. 1Hz) , 
2.77 (2H,t,J=7.0Hz), 2.98 (3H,s), 3.66 (2H, t, J=7. 0Hz) , 4.15 (2H,q, 
J=7.1Hz), 4.16 (2H,q,J=7.1Hz), 4.62 (2H,s), 4.67 (2H, s), 6.75-6.87 (3H, 
m), 7.10 (lR,d,J=15.7Hz), 7.39 (lH,d, J=15.7Hz) , 7.52-7.60 (lH,m), 
8.18-8.23 (lH,ra), 8.57-8.61 (lH.m), 8.85 (lH,s) 

mmm 1 o a 

<t&® 1 O 4 



14#:mp 138-HOt: 

'H-NMR (DMS0-d 6 , 100TC) 5: 1.23 (6H,t, J=7. 1Hz) , 2.81 (2H,t, J=7. 1Hz) , 
3.00 (3H,s), 3.67 (2H,t, J=7. 1Hz) , 4.29 (4H,q, J=7. 1Hz) , 6.77-6.97 (3H,m), 
7.15 (lH,d,J=15.4Hz), 7.40 (lH,d, J=15. 4Hz) , 7.54-7.61 (lH,m), 8.23 (1H, 
d,J=8.3Hz), 8.58-8.62 (lH.m), 8.87 (lH,s) 

nnm 1 o 5 
<t&y» 1 0 5 



'141* : mp 105-107^ (BtSSi^U) 

'H-NMR (CDChlfi: 1.28 (3H, t, J=7. 1Hz) , 3.85 (3H,s), 4.25 (2H,q, J=7. 1Hz) , 




o 
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4.51 (2H,d,J=5.7Hz), 4.66 (2H,s), 6.30-6.40 (lH,br), 6.49 (IH.d, 
J=15.7Hz), 6.77 (lH,d,J=8.1Hz), 6.81-6.89 (2H,m), 7.27-7.34 (lH,m), 7.65 
(lH,d,J=15.7Hz), 7.74-7.80 (lH.m), 8.52-8.56 (lH.m), 8.68-8.69 (lH,m) 

mmm 1 o 6 

<t£® 1 0 6 



•H-NMR (CDC1 3 )5: 1.10 (3H,t, J=7. 1Hz) , 1.22 (3H,t, J=7. 1Hz) , 2.86 (2H,t, 
J=6.6Hz), 3.37 (2H,q,J= 7.1Hz), 3.39 (2H,q, J=7. 1Hz) , 3.60-3.70 (2R,m), 
4.69 (2H,s), 6.12-6.16 (lH.br), 6.54 (lH,d, J=15,7Hz) , 6.77-6.85 (3H,m) , 
7.18-7.37 (2H,m), 7.60 (lH,d, J=15. 7Hz) , 7.76-8.47 (lH,m), 8.53-8.56 (1H, 
m), 8.71 (lH,d,J=1.7Hz) 

mmm 1 o i 

<t&® 1 O 7 



•H-NMR (CDCh)5: 2.86 (2H,t, J=6. 6Hz) , 3.20 (3H,s), 3.60-3.70 (2H,m), 
3.76 (3H,s), 4.83 (2H,s), 5.98-6.05 (M,br), 6.48 (lH,d,J=15,7Hz) , 6.77- 
6.86 (3H,m), 7.19-7.32 (2H,n>), 7.59 (lH.d, J=15. 7Hz) , 7.75-7.82 (IH.ra), 
8.53-8.56 (W,m), 8.71 (lH.s) 

nmm 1 o 8 

itSVH 1 0 8 





o^^och, (107) 



o 



6 1 
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O CHj 



(108) 



tttt : mp 115. 5-117. 5TJ (JSm^)^) 

'H-NMR (CDC1,)6: 1.26 (6H,d, J=6. 3Hz) , 2.86 (2H,t, J=6.7Hz) , 3.61-3.71 
(2H,m), 4.59 (2H, s) , 5. 11 (1H, septet, J=6. 3Hz) , 5.75-5.85 (IH.br), 6.42 
(lH,d,J=15.7Hz), 6.74-6.80 (2H,m), 6.83-6.88 (lH.m), 7.20-7.33 (2H,m), 
7.61 UH,d,J=15.7Hz), 7.75-7.82 (lH.m), 8.54-8.58 (lH.m), 8.72 (lH.d, 
J=2.0Hz) 

mm 1 0 9 

<t&«fo 1 0 9 



14ft :mp 130-132*0 {^5J-A>) 

'H-NMR (CDCU)5: 1.28 (3H,t, J=7. 1Hz) , 2,89 (2H,t, J=6.8Hz) , 3.62-3.73 
(2H,m), 4.12 (2H,d,J=5.5Hz), 4.22 (2H,q, J=7. 1Hz) , 4.55 (2H,s), 5.75-5.90 
(lH,br), 6.41 (M,d,J=15.7Hz), 6.79-6.95 (3H,m), 7.00-7.15 (lH,br), 7.23 
-7.33 (2H,m), 7.62 (lH.d, J=15. 7Hz) , 7.75-7.82 (M,m), 8.54-8.58 (lH.m), 
8.73 (lH,d,J=1.9Hz) 

nmm 1 1 o 

<t&Va l l o 





(no) 



ttl* : mp 87-88^ mm^^-^^y) 



6 2 
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'H-NMR (CDC1 3 )6: 1.48 (9H, s) , 2.86 (2H, t, J=6. 7Hz) , 3.60-3.70 (2H, 
«), 4.51 (2H, s), 6.03 (1H, a), 6.44 (1H, d, J=15.7Hz), 6.72-6.86 (3H, 
in), 7.18-7.32 (2H, m) , 7.60 (1H, d, J=15. 7Hz) , 7.74-7.79 (1H, m) , 8.54 
(1H, dd, J*4.8, 1.5Hz), 8.70 (1H, d, J=1.9Hz) 

mm 111 
/it&Mkl 1 




(111) 



'H-NMR (CDC1 3 )5: 2-84 (2H, t, J=6.7Hz), 3.58-3.68 (2H, m), 4.67 (2H, 
s), 5.22 (2H, s), 5.76 (1H, m), 6.40 (1H, d, J=15.7Hz), 6.75-6.88 (3H, 
m), 7.19-7. 38 (7H, m) , 7.60 (1H, d,J=15.7Hz), 7.77 (1H, ra), 8.55 (1H, 
dd, J=4.8, 1.6Hz), 8.71 (1H, d, J=2.5Hz) 
HS£0U 1 2&tfl 1 3 

1 1 2Rmt&®ii 1 3*mtzo 
m&rn 1 1 2 
its® 112 

O^COOK ^ 112 ^ 
1ttt : mp 272-275X3 (ftB) 

'H-NMR (DMS0-d 6 U: 2. 71 (2H,t, J=7. 2Hz) , 3. 35-3. 38 (2H,n») , 4.05(2H,s),. 
6.59-6.71(3H,m), 6.83 (lH,d, J=15. 9Hz) , 7. 12(lH,t, J=8. 0) , 7. 39-7. 49 (lH,m) , 
7.45(lH,d,J=15.9Hz), 7.98-8.04 (lH,m), 8. 40 (1H, t, J=5. 5Hz) , 8. 52-8. 55 (1H, 
■), 8.75-8.76(lH,m) 




WO 99/05109 
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nmmi 1 3 
<t&® 1 1 3 




o^cooh (113) 



f£t£:i»P 180-190*C (1NJS&) 

'H-NMR (DMS0-de)5: 2. 77(2H,t, J=7. 2Hz) , 3.38-3. 49 (2H,m) , 4.65(2H,s), 
6.72-6.86(3H,m), G. 90 (lH.d, J=16.0Hz) , 7. 17-7. 25 (lH,m) , 7.56(lH,d, 
J=16.0Rz), 7.87-7.95(M,m), 8.44(lH,t,J=5.6Hz), 8. 51-8. 55 (lH,m) , 
8.77-8.80(lH,m), 9.03(lH,s) 

mmmi 14 

(E)-N- [3- [ (^f-;u^;uA^-<;u) * 7x^^] -3-(3-k*';$?;i,)- 

2-7 r n^y^T$ K Ut&fal 1 4) 



^5S^9 4Tt#e>nfc [3- [2- C(E)-3-(3- 7* 'j n-fJb7S y ] 

xfJU] 7x^#>>] Bt&^^U 0.34 g (1.0 waol)**?;-A/6 ml Cffifl? 

u 4o%^^r$>^^y-^s[ o.8 mi *mx. mux-mmm^btzo 

Ei5»*8EETE»8fk gg«£5&3Uftlfti:&fti 0.30 g(88X)%»fc. 

14tf:mp 140-141TC (IHIxf A'-^^;-^) 

'H-NMR (DMSO-de)S: 2.65 (3H, d, J=5Hz) , 2.76 (2H, t, J=7Hz) , 3.43 (2H, 
td, J=7, 6Hz), 4.44 (2H, s) , 6.72 (1H, d, J=16Hz) , 6.78-6.87 (3H, m), 
7.23 (1H, t, J=8Hz), 7.41-7.50 (1H, m), 7.46 (1H, d, J=16Hz), 7.95-8.03 
(2H, ml, 8.26 (1H, t, J=6Hz) , 8.55 (1H, dd, J=5, 1Hz) , 8.75 (1H, d, 
J=2Hz) 

mmmi 15-125 
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mmmi 1 wzmcttmz^'Ht&mi 1 5-^1 2 5^#ac 
mmmi 1 5 
^k^fi* 115 




NH 2 (115) 



&tt:mp 146-147*C (8t$xf-;u-p< tJ-fc) 

'H-NMR (DMS0-de)5: 2.59 (2H, t, J=7Hz) , 3.25 (2H, td, J=7, 6Hz), 4.23 

(2H, s), 6.55 (1H, d, J=16Hz), 6.61-6.69 (3H, m), 7.05 (1H, t, J=8Hz), 

7.23-7.33 (3H, ■) , 7.29 (1H, d,'J=16Hz), 7.81 (1H, d, J=8Hz), 8.09 (1H, 

t, J=6Hz), 8.38 (1H, dd, J=5, 1Hz), 8.58 (1H, d,J=2Hz) 
1 1 6 

<t$® 1 1 6 




ttttrmp 154-155X: (Bt&i^U-* 

'H-NMR (DMS0-d 6 ) 5: 1.37-1.84 (8H, m) , 2.75 (2H, t, J=7Hz) , 3.35-3.47 

(2H, n), 4.01-4.12 (1H, m), 4.43 (2H, s), 6.73 (1H, d, J=16Hz), 

6.82-6.86 (3H, m) , 7.22 (1H, t, J=8Hz), 7.42-7.50 (1H, m) , 7.46 (1H, d, 

J=16Hz), 7.93-8.01 (2H, m), 8.27 (1H, t, J=6Hz), 8.55 (1H, dd, J=5, 
1Hz), 8.75 (1H, d, J=2Hz) 

mmm 1 1 i 
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tttt : mp 137-139^ (WBgx^U-;* ? y -;U) 

'H-NMR (DMS0-d 6 )5: 1.03 (3H, t, J=7Hz) , 2.76 (2H, t, J=7Hz) , 3.08-3.22 
(2H, m), 3.37-3.48 (2H, n) , 4.43 (2H, s), 6.72 (1H, d, J=16Hz), 
6.78-6.87 (3H, n) , 7.23 (1H, t, J=8Hz) , 7.42-7.50 (1H, m) , 7.46 (1H, d, 
J=16Hz), 7.98 (1H, d, J=8Hz), 8.09 (1H, t, J=5Hz) , 8.27 (1H, t, J=6Hz), 
8.55 (1H, dd, J=5, 1Hz) , 8.75 (1H, d, J=2Hz) 

mmm 1 1 8 
it&m 118 



tetf:mp 143-144-C (l*«x?-A,- 

•H-NMR (DMSO-delS: 1.08 (6H, d, J=7Hz), 2.76 (2H, t, J=7Hz), 3.36-3.48 
(2H, m), 3.86-4.03 (1H, ■), 4.42 (2H, s), 6.73 (1H, d, J=16Hz), 
6.77-6.87 (3H, m) , 7.22 (1H, t,J=8Hz), 7.41-7.50 (1H, m), 7.46 (1H, d, 
J=16Hz), 7.87 (1H, d, J=8Rz), 7.98 (1H, d, J=8Hz) , 8.27 (1H, t, J=6Hz), 
8.55 (1H, dd, J=5, 2Hz), 8.75 (1H, d, J=2Hz) 

mmmi 1 9 



tetfrmp 140-1421C (Bt^x^;U-p<^y-;u) 

'H-NMR (DMS0-d 8 )5: 0.81 (3H, t, J=7Hz) , 1.34-1.52 (2H, m) , 2.76 (2H, t_, 
J=7Hz), 3.08 (2H, td, J=7,6Hz ), 3.35-3.47 (2H, in), 4.45 (2H, s) , 6.72 
(1H, d, J=16Hz), 6.76-6.87 (3H, m), 7.23 (1H, t, J=8Hz) , 7.43-7.50 (1H, 
m), 7.46 UH, d, J=16Hz), 7.98 (1H, d, J=8Hz) , 8.06 (1H, t, J=6Hz) , 8.26 
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(1H, t, J=6Hz), 8.55 (1H, dd, J=5, 2Hz), 8.75 (1H, d, J=2Hz) 
H»U2 0 
it&® 1 2 0 



f£tt:mp 145-148*C {*?J-h) 

'H-NMR (DMSO-de) S : 2.76 (2H, t, J=7Hz) , 3.37-3.47 (2H, m), 4.45 (2H, 
s), 6.73 (1H, d,J=16Hz), 6.77-6.86 (3H, m), 7.22 (1H, t, J=8Hz), 
7.41-7.50 (1H, m), 7.46 (1H, d,J=16Hz), 7.98 (1H, d, J=8Hz), 8.26 
(1H, t, J=6Hz), 8.55 (1H, dd, J=5, 1Hz) , 8.75 (1H, d,J=2Hz), 8.98 (1H, 
br s), 10.8 (1H, br) 

mm I 2 1 

<"b£*U2 1 



'H-NMR (CDCU)5: 2.87 (2H, t, J=6.7Hz), 3.56-3.71 (10H, m), 4.71 
(2H, s), 5.91-5.99 (1H, br) , 6.49 (1H, d, J=15.7Hz), 6.77-6.89 (3H, n), 
7.20-7.33 (2H, m) , 7.61 (1H, d,J=15.7Hz), 7.75-7.82 (1H, ■), 8.54-8.58 
(1H, ra), 8.72 (1H, d, J=1.3Hz) 

mmm 1 2 2 

it&® 1 2 2 
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: mp 122-123TC (^ifib-A^fy) 
'H-NMR (CDC1 3 )5: 2.89 (2H, t, J=6.8Hz), 3.34 (3H, s) , 3.46-3.55 
(4H, m), 3.62-3.72 (2H, m), 4.48 (2H, s) , 5.94 (1H, m) , 6.44 (1H, d, 
J=15.7Hz), 6.76-6.95 (4H, m) , 7.23-7.33 (2H, m) , 7.62 (1H, d, J=15.7Hz), 
7.75-7.80 (IK, m ), 8.56 (1H, dd, J=4.8, 1.4Hz), 8.72 (1H, d, J=1.7Hz) 

nmm 1 2 3 
its® 1 2 3 



te#:mp 148-149TC ? J 

•H-NMR (CDC1 S )5: 2.88 (2H, t, J=6.7Hz), 3.59-3.69 (2H, m), 4.54 
(2H, s), 4.57 (2H, s), 6.44 (1H, d, J=15.7Hz), 6.51 (1H, m), 6.77-6.79 
(2H, m), 6.90 (IH, d, J=7.6Hz), 7.03 (1H, m) , 7.21-7.31 (3H, m), 
7.59-7.61 (1H, m), 7.60 (1H, d, J=15.7Hz), 7.71-7.77 (1H, m), 8.34 (IH, 
d, J=2.1Hz), 8.48-8.56 (2H, m), 8.68 (IH, d, J=2.0Hz) 

mmm 124 

<t&® l 2 4 



tttt:mp 108-nox: O&lttruy -^*-y-y) 

'H-NMR (CDC1 3 )5: 2.59 (2H, t ,J=6.3Hz), 2.88 (2H, t, J=6.9Hz), 3.49 
(2H, q, J=6.3Hz), 3.62-3.71 (2H, m), 3.71 (2H, s) , 4.47 (2H, s), 5.79 
(1H, m), 6:38 (IH, d, J=l5.7Hz), 6.77-6.92 (4H, m) , 7.21-7.32 (7H, m) , 
7.62 (IH, d, J=15.7Hz), 7.74-7.79 (IH, m) , 8.56 (1H, dd, J=4.8, 1.6Hz), 
8.72 (IH, d, J=2.0Hz) 




(123) 




(124) 
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mm 1 2 5 
\t&m 1 2 5 




% (CH 2 ) 5 CH 3 



(125) 



tttftmp 102-103TC (&M^?)l,-^*-Q-y) 

'H-NMR (CDC1 3 )5: 0.84-0.91 (3H, m) , 1.28-1.34 (6H, m), 1.46-1.57 
(2H, m) , 2.89 (2H, t, J=6.9Hz), 3.28-3.38 (2H, m), 3.62-3.72 (2H, m), 
4.47 (2H, s), 5.85 (1H, ra), 6.43 (1H, d, J= 15.7Hz), 6.57 (1H, in), 
6.76-6.81 (2H, m) , 6.90 (1H, d, J=7.7Hz), 7.23-7.33 (2H, m), 7. 62 (1H, d, 
J=15.7Hz), 7.75-7.81 (1H, m), 8.52 (1H, dd, J=4.8, 1.6Hz), 8.72 (1H, d, 
J=2.0Hz) 

wzm 1 2 6 

3- [2- [ [(E)-3- (3-tf»;2?JU) 7^»jn-<;H 7^J] 7*-;U7-fe 
«fc£»l 2 6) v&m 



mmms ivrnzntzm-u- (3-t vu^i/y s.^m-z- (3-e»;^;u)-2- 

^n^y^r^K 600mg (2.24nunol) *t'')z/y 4. OmUCfgjgU tIc&TT**!* 
mm 0.40ml (4. 24mraol) ^rjQA.^. MST'1.5 B^ft^Ufco EiBE^ttKft 

It-*****!*., «vnv/^«Ufc. S»%«BETK:a£ 

y= i 30) vmmt. &&ikLmm<tG® vmz%) 

mp 99t: (St^x^U-^-tJ-;/) 
'H-NMR (CDC1 3 )6: 2.29 (3H, s), 2.90 (2H, t, J=6.7Hz), 3.61-3.71 
(2H, m), 5.85-5.95 (1H, br) , 6.44 (1H, d, J=15.7Hz), 6.95-6.99 (2H, m), 




(126) 



6 9 
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6.99-7.11 (1H, m), 7.28-7.38 (2H, m), 7.60 (1H, d, J=15.7Hz), 7.75-7.81 
(1H, ra), 8.54-8.56 (1H, ■), 8.73 (1H, s) 

mmmi 21 

(E)-N- [3- [ (xf^*W\'^>f;H 7x^f;H -3- (3-fcf'J $?;H -2- 



H5S0II8 lTi#6*lfc(E)-N- (3-tKn^i/7x^f;H-3- (3-e»J S?;U)-2- 
yn^>i7^ K 700rag (2.61mmol) t^f^A7$K 5.0mli;:*s&?U 
7jc^TT-l'yi/r>^x^;i/ 0.25ml (3. 20mmol) h X )3-*X/T^y 0.40ml 
(2.89ramol)^Jn^. MST-2«^U/i. ES®^KH«if-**iD*.*ffi 

^USS^k^«J 590rag(66S) ^fc 0 
fttfc : mp i3or (7-fe h y) 

l H-NMR (CDC1,)5: 1.20 (3H, t, J=7.2Hz), 2.88 (2H, t, J=6.5Hz), 
3.22-3.37 (2H, m), 3.59-3.69 (2H, a), 5.10-5.20 (1H, br), 6.00-6.10 (1H, 
br), 6.48 (1H, d, J=15.7Hz), 6.98-7.07 (3H, m) , 7.25-7.35 (2H, m), 7.59 
(1H, d, J=15.7Hz), 7.79 (1H, d, J=7.9Hz), 8.52-8.56 (lH,ra), 8.71-8.72 
(1H, d) 

mmm 128-134 

mmmi26iu*mmmi 2nzmci?fimzj:t){t&foi2 8~4tG®i3 
mmm 1 2 8 

ik&ti) 1 2 8 




(127) 



7 0 
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tttf : mp 118-121"C (IH»x*A0 

'H-NMR (CDC1 3 )5: 2.30 (3H, s), 2.89 (2H, t, J=7Hz) , 3.65 (2H, td, 
J=7, 6Hz), 5.91 (lH.br t), 6.42 (1H, d, J=16Hz) , 7.03 (2H, d, J=9Hz) , 
7.22 (2H, d, J=9Hz), 7.30 (1H, dd, J=8,5Hz), 7.61 (IB, d, J=16Hz), 7.78 
(1H, d, J=8Rz), 8.55 (1H, d, J=5Hz), 8. 72 (1H, d, J=2Hz) 
HS£00 12 9 
<t&® 1 2 9 




(129) 



tettrip 142-144*C (x-fS-JU) 

'H-NMR (DMS0-d B )6: 2.81 (2H,t, J=7. 2Hz) , 2.90 (3H,s), 3.03 (3H,s), 3.39- 
3.50 (2H,m), 6.93-7.12 (3H,m), 6.95 (lH.d, J=16. 0Hz) , 7.26-7.35 (lH,m), 
7.57 (lH,d,J=16.0Rz), 7.94-8.02 (lH.m), 8.53 (1H, t, J=5. 5Hz) , 8.61 (lH.d, 
J=8.2Hz), 8.83 (lH,d,J=5.0Hz), 9.07 (lH,s) 

mmm 1 3 0 
its® 1 3 0 




: mp 96 *C (BfcBgx^;U-/\*if >) 

'H-NMR (CDC1 3 )5: 1.30 (6H,d,J=7. 0Hz) , 2.80 (1H, septet, J=7. OHz) , 2.90 

(2H,t,J=6.6Hz), 3.60-3.70 (2H,m), 5.85-5.95 (IH.br), 6.45 (lH.d, 

7 I 
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J=15.7Hz), 6.92-6.98 (2H,m), 7.06-7.10 (lH,m), 7.25-7.46 (2H,m), 7.60 
(lH,d,J=15.7Hz), 7.76-7.82 (lH,m), 8.53-8.57 (lH.ra), 8.72-8.74 (IH.m) 

mmmi 3 1 
<t&® 1 3 1 



'H-NMR (CDCl a )5: 1.34 (9H,s), 2.90 (2H,t, J=6.6Rz) , 3.60-3.70 (2H,m), 
5.85-5.95 (lH.br), 6.46 (lH,d,J=15. 7Hz) , 6.91-6.96 (2H,m), 7.06-7.10 
(lH,m), 7.26-7.38 (2H,m), 7.60 (M,d, J=15. 7Hz) , 7.77-7.83 (IH.o), 
8.54-8.57 (lH.m), 8.74 (IH,br s) 

mm 132 

^£^13 2 



tt^:mpii4x: ffim**-As-^*vy) 

'H-NMR (CDCls)S: 2.93 (2H, t, J=6. 6Hz) , 3.63-3.73 (2H,m), 5.90-6.00 (1H, 
br), 6.47 (lH,d,J=15.7Hz), 7.08-7.16 (3H,m), 7.26-7.69 (6H,m), 7.76-7.82 
(lH.m), 8.15-8.21 (2H,m), 8.53-8.66 (lH.m), 8.73-8.74 (lH,m) 

mm 1 3 3 

<t&Va 1 3 3 




(131) 




(132) 



o 
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•H-NMR (DMSO-de, IQOV) 6: 0.99 (3H, t, J=7. 2Hz) , 1.09 (3H,t, J=7.2Hz) , ' 
2.85 (2H,t,J=7.3Hz), 2.95-3.11 (7H,m), 3.69 (2H,t,J=7.3Hz), 7.03-7.19 
(3H,m), 7.15 (lH,d,J=15.4Hz), 7.42 (lH.d, J=15.4Hz) , 7.53-7.60 (IH.ra), 
8.21-8.26 (lH.m), 8.57-8.61 (IH.m), 8.87 (1H, s) 

4t&®ii 3 4 

XXDCaHs 




^COOCaHs (134) 



tttf : rap 85-88T; (ft»xf-A^-^*^y) 

'H-NMR (CDCls)S: 1.37 (6H,t, J=7. 1Hz) , 2.88-2.96 (2H,m), 3.61-3.70 (2H, 
m), 4.30 (4H,q,J=7.1Hz), 5.80-5.86 (lH,m), 6.46 (lH,d, J=15. 7Hz) , 
6.95-6.99 (3H,ra), 7.27-7.33 (lH.m), 7.60 (lH.d, J=15.7Hz) , 7.77-7.83 (1H, 
m), 8.55-8.58 (lH.m), 8.75-8.76 (lH.m) 

mmm 135 

(E)-N- (3,4-^* h^J/7x*^)-H-^f*-3-(3-tf';5?JH-2-ya^yBf 

*T$. k • mm (its® 135) ©£j5g 




(135) 



3^W8 4Tfl*5*lfc(E)-lMM- i?* h^S/7x^^JU)-N-^f-;U-3-(3-f 
»; $>;H-2-ya^yKT^ h* 1.63g, a-vyfiQI 1.03g2S^tf4p^U> 10ml 9 

A?07F^7-f- (?aat,M : ^^y-;U=30:l)T-flSSlUx (E)-N- (3, 
4-i?p< ^i/7x^fJH-N-X^-3-(3-t''J ^;H-2-yn^y^f-^7$ K£ 
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g(89«) zmtzo 

t£K:mp 167-169^ (^x^;u-^ * J 

'H-NMR (DMS0-d«, 1001C) 5: 2.79 (2H, t, J=7.1Hz), 3.00 (3H, s) , 
3.67-3.74 (2H, m) , 3.67(3H, s) , 3.72 (3H, s) , 6.70-6.83 (3H, m) , 7.15 
(1H, d, J=15.1Hz), 7.37 (1H, d, J=15.1Hz), 7.66-7.73 (1H, m), 8.33-8.37 
(1H, ra), 8.63-8.66 (1H, a), 8.93 (1H, br s) 

mmmi 3 6~i 39 

mtmi 3 s^m^n-m^ wt&vni 3 6~<t&mi 3 9*mt. 
mmm 1 3 6 

<t&#!13 6 



14tt:mp 182-187*0 

'H-NMR (DMS0-d 6 ) 6: 2.88-2.95 (2H, ra) , 3.72 (3H, s), 3.75 (3H, s) , 
3.81-3.92 (2H, m) , 6.76-6.91 (3H, m) , 7.44 (1H, d, J=15.6Hz), 7.77 (1H, 

d, J=15.6Hz), 7.96 (1H, dd, J=8.2, 5.4Hz), 8.58 (1H, d, J=8.2Hz), 8.82 

(1H, d, J=5.4Hz), 9.08 (1H, br s), 10.62 (1H, t, J=5.2Hz) 

mmm 137 

tt£&13 7 




(136) 



• HCI 




14tt:mp 102-104T: (i?^OD^y-x-f JH 
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■H-NMR (CDC1 3 )<5: 3.03(2H,t, J=6.8Hz) , 3.78(3H,s), 4. 04-4. 14 (2H,m) , 4.64 
(2H,s), 6.74-6.92(3H,m), 6.83(lH,d, J=15.4Hz) , 7. 20-7. 33 (2H,m) , 7.60-7.72 
(IH.br), 7.76(lH,d,J=l5.4Hz), 7.76-7.84 (IH.m) , 8.50-8.55(lH,m), 8.71 
(lH,d,J=2.1Hz) 

mmm 1 3 8 

it&fal 3 8 




'H-NMR (CDClaU: 2.29(3H,s), 3.06(2H,t,J=6.7Hz) , 4.03-4. 15 (2H,m) , 6.84 
(lH,d,J=15.4Hz), 6.95-7.01(2H,m), 7.09-7. 15 (lH.m) , 7. 25-7.41 (2H,m) , 
7.50-7.62(lH,br), 7.75(lH,d,J=15.4Hz) , 7. 78-7.86(lH,m) , 8.51-8.56(lH,m) , 
8.73-8.76(lH,m) 

mmm 139 
its® 1 3 9 




OH (139) 



tttttmp lgg^oir 

•H-NMR (DMS0-d 8 )S: 2.87(2H,t,J=7.5Hz) , 3. 77-3. 89 (2H,m) , 6.58-6.71 
(3H,m), 7.05-7.15(lH,m), 7.16(lH,d > J=15.5Hz), 7.41-7.49 (lH,m), 7.70 
(lH,d,J=15.5Hz), 7.96-8.04(lH,m), 8. 54-8. 59 (lH.m) , 8. 76-8.79 (lH,m) , 9.32 
(1H, s), 10. 20-10. 30 (1H, br) 
•fUfifiWl 4 0-147 

nmm8 4Vm*>tltz(E)-H- (3,4-^* hJfi/7x^.f;H-N-/^H-(3-f 
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4 0~*b£ttl4 7*»fc 
H»I1 40 
^£#114 0 




OCH 3 



0^ 

•HCI 



CH 3 



OCH3 (HO) 



: mp 165-17(TC (-f 

•H-NMR (DMSO-d 8 , 10(TC) 6: 2.78(2H,t, J=7.1Hz) , 3.00(3H,s), 3.66(3H,s), 
3.66-3.72(2H,m), 3.72(3H,s), 6.70-6.84(3H,m) , 7.08(lH,d,J=14.8Hz) , 7.36 
(lH,d,J=14.8Hz), 7.53-7.60(lH,m), 8. 17-8. 22 (lH.m) , 8. 57-8. 60(lH,m) , 8.84 
(1H, s) 

mmm 1 4 1 
vc&fo 1 4 1 



14#:mp 201-205'C {x--t )l>- J 

'H-NMR (DMS0-d 6 , 10(TC) 5: 2.78(2H,t,J=7.0Hz), 3.00(3H,s), 3.66(3H,s), 
3.66-3.72 (2H,m), 3.72(3H,s), 6.70-6.82(3H,ra) , 7. 11 (M,d, J=15. 6Hz) , 7.37 
(lH,d,J=15.6Hz), 7.60-7.67(lH,m), 8.26-8. 31 (lH,m) , 8. 61-8. 65(lH,m) , 8.88 
(1H, s) 

mm 1 4 2 

<t&m 1 4 2 




OCH 3 (141) 




(142) 



•HjS0 4 



7 6 
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tttf : mp IWC (X— * * J -)\A 

'H-NMR (DMSO-de, lOOt;) 5: 2.78(2H,t,J=7.0Hz) , 3.00(3H,s), 3.66(3H,s), 
3.66-3.72 (2H,m), 3.72(3H,s), 6. 71-6. 81 (3H,m) , 7. 07-7. 16 (lH,m) , 7.33-7.41 
(lH.m), 7. 63-7. 71 (1H, in), 8.29-8.34(lH,m) , 8.62-8.66(W,m) , 8.88 (1H, s) 

<t&® 1 4 3 



(143) 




•HaPO* 



t$tt:mp 152^ (x-r;u-^^y-;u) 

'H-NMR (DMS0-d 6 , 100X3) 6: 2. 78 (2H,t, J=7. 1Hz) , 2.99(3H,s), 3.63-3.71 
(2H,m), 3.67(3H,s), 3.72(3H,s), 6.70-6.84(3H,m) , 6.96-7.04(lH,m) , 
7.20-7. 40 (2H»m) , 7. 93-7.98(lH,m) , 8. 48-8. 52 (lH,m) , 8.72UH, s) 

mmm 1 4 4 

<t£VS 14 4 



(144) 




•CHaSOaH 



'H-NMR (DMS0-d 6 , 100*0 6: 2.44(3H,s), 2.78(2H,t,J=7.1Hz), 3.00(3H,s), 
3.67(3H,s), 3.66-3.72(2H,m), 3.72(3H,s), 6. 71-6. 84(3H,m) , 7.09(lH,d, 
J=15.2Hz), 7.36(lH,d,J=15.2Hz), 7. 58-7. 66 (lH,m) , 8.23-8.28(lH,m), 
8.60-8.63(lH,m), 8.85(1H, s) 
USSM 1 4 5 
it&M 1 4 5 



7 7 



WO 99/05109 



PCT/JP98/03312 




.OCH 3 

j-COOH 



OCH3 ' Ho4-COOH (145) 
•-COOH 



: mp 129. 5-131. 5TC (7-fe h V) 
'H-NMR (DMSO-de, lOOt:) 6: 2.71-2.82(6H,m) , 2.99(3H,s), 3.63-3.71 
(2H,m), 3.67(3H,s), 3.72(3H,s), 6. 70-6. 76 (lH.ra) , 6. 79-6.84(2H,m) , 
6.95-7.04(lH,m), 7.29-7.40(2H,m) , 7.92-7.97(lH,m) , 8.48-8.52(lH,m), 
8.72(1H, s) 
HSS0U4 6 
tt£#I14 6 



tt« : mp 128.5-13GT 

'H-NMR (DMSO-de, 100*0 6: 2. 78 (2H,t, J=7. 1Hz) , 2.99(3H,s), 3.67(3H,s), 
3.67(2H,t,J=7.1Hz), 3.72(3H,s), 6.63(2H,b), 6.70-6.76(lH,m), 6.80-6.85 
(2H,m), 6.95-7.04(lH,m), 7.29-7.39(2H,m) , 7.92-7.97(lH,m) , 8.48-8.52 
(lH,m), 8.72(1H, s) 

mmm 1 4 7 

It&Wl 1 4 7 



tttfrmp 104-106*0 (7-fe h » 

'H-NMR (DMSO-de, lOOtl) 5: 2.43(4H,s), 2. 78 (2H, t, J=7. 1Hz) . 2.99(3H,s), 
3.63-3. 72 (2H,m) , 3.67(3H,s), 3.72(3H,s), 6. 70-6.85 (3H,m) , 6.95-7.04 




OOH 



(146) 




7 8 
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(lH,m), 7.30-7.40(2H,m), 7.92-7.97(lH,m) , 8. 48-8. 52 (lH.m) , 8.73(1H, s) 

mmm 1 4 8 

mmm 1 1 2 jcmcfc^atc «t 1 4 8~ft&#i 1 5 2 

HSfifll 14 8 




(148) 



'H-NMR (DMS0-d 8 )5: 2.75 (2H, t, J=7.3Hz), 3.33-3.47 (2H, m), 4.65 
(2H, s), 6.71-6.85 (3H, m), 6.72 (1H, d, J=16.0Hz), 7.21 (1H, t, 
J=7.7Hz), 7.41-7.47 (1H, m) , 7.46 (1H, d, J=16.0Hz), 7.94-8.00 (1H, m), 
8.25 (1H, t, J=5.4Hz), 8.53-8.56 (1H, m), 8.75 (1H, s) 
HIS0U4 9 
4t&fal 4 9 




.COOH 

(149) 



l H-NMR (DMS0-d 6 )5: 2.72 (2H, t, J=7.3Hz), 3.33-3.44 (2H, m) , 4.62 
(2H, s), 6.72 (1H, d, J=16.0Hz), 6.84 (2H, d, J=8.6Hz), 7.15 (2H, d, 
J=8.6Hz), 7.41-7.47 (IK, m) , 7.45 (1H, d, J=16.0Hz), 7.94-8.00 (1H, m) , 
8.23 (1H, t, J=5.6Hz), 8.53-8.57 (1H, in), 8.74-8.76 (1H, m) 

mmm 150 

it&VJ! 15 0 
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.COOH 



(150) 



14$ : Hilffc 

'H-NMR (DMS0-d 6 )5: 2.82 (2H, t, J=7.2Hz), 3.30-3.50 (2K, a), 4.72 
(2H, s), 6.73 (1H, d, J=15,9Hz) , 6.83-6.94 (2H, n) , 7.13-7.22 (2H, m) , 

7.40-7.47 (1H, a), 7.45 (1H, d, J=15.9Hz), 7.93-8.01 (1H, ra) , 8.21 
(1H, t, J=5.6Hz), 8.52-8.56 (1H, a), 8.73-8.75 (1H, m) 

nmm 1 5 1 

5 1 



1£t£ : lift 

'H-NMR (DMSO-de)S: 2.94 (2H, t, J=7.4Hz), 3.80-3.92 (2H, m), 4.65 

(2H, s), 6.73-6.90 (3H, m) , 7.17 (1H, d; J=15.5Hz), 7.18-7.28 (1H, m), 

7.41-7.49 (1H, a), 7.70 (1H, d, J=15.5Hz), 7.98-8.03 (1H, a), 8.54-8.58 

(1H, a), 8.77-8.79 (1H, a), 10.27 (1H, t, J=4.9Hz) 

mmmi 52 
it^m 1 5 2 



: lift 

'H-NMR (DMS0-d 8 ) 6: 1.85-1.99 (2H. ra) , 2.37 (2H, t, J=7Hz) , 2.75 (2H, t, 
J=7Hz), 3.37-3.47 (2H, m) , 3.96 (2H, t, J=6Hz) , 6.73 (IH, d, J=16Hz), 





(152) 



8 0 
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6.74-6.81 (3H, m) , 7.20 (1H, t, J=8Hz), 7.43-7.50 (1H, m) , 7.46 (1H, d, 
J=16Hz), 7.97 (M, d, J=8Hz) , 8.24 (1H, t, J=6Hz) , 8.55 (1H, dd, 
J=5, 1Hz), 8.75 (1H, d, J=2Hz) 

mmmi 53x^1 54 

mm 9 izm d ftnmz * 0 its® 1 5 3 Rmt&® 1 5 4 
mm 153 
tti^ji 53 



14tt:mp 172-174"C ? J-)\s-z--tM 

•R-NMR (DMSO-de , 100*0 5: 2.79 (2H, t, J=7.0Hz), 3.00 (3H, s), 
3.66-3.72 (8H, n) , 6.70-6.83 (3H, n) , 7.30-7.50 (3H, m) , 7.72-7.76 
(1H, m), 7.94-8.02 (1H, m), 8.61-8.64 (1H, m) 
mt&m 15 4 

<t&m 1 5 4 



te#:mp 192-195*C f S -A,-*-? As) 

■H-NMR (DMSO-de, 100*0 6 : 2.78 (2H, t, J=7.0Hz), 3.01 (3H, s), 
3.65-3.71 (8H, m) , 6.69-6.80 (3H, m) , 7.29 (2H, m) , 7.86-7.90 (2H, m), 
8.70-8.73 (2H, m) 

mm 155 

(E)-N-[2-(3,4-^h4r>>7x^) -2- Vif^I -N-/ f-;U-3- (3- M X )V 
JH-2-ya^yi7> K Ut&to 1 5 5) (D&fi£ 




(153) 




OMe 



(154) 



8 1 
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3',4'-^^i/7-th7xy> 14.65g (81mmol) ICi-f^ 250mi;&O c ?0 
n*;UA lOOmlfcteftftTttftOfc. ^nn*;UA 22ml {CftS 4.1mlfc?gfi? 

mmms mm^mm^brzo nm^Po^y^yA^u^h^yy^- 

(z?yuu*?y :ffi&x^;u=30: 1) iHTfifSSIU 2--/a^-l-(3,4-^ 
i/7x^) 3-5 J y 14.90g (71S) £#fco 

'H-NMR (CDC1 3 )5: 3.95 (3H, s) , 3.97 (3H, s) , 4.41 (2H, s), 6.91 (1H, d, 
J=8Hz), 7.55 (1H, d, J=2Hz) , 7.62 (1H, dd, J=8Hz, 2Hz) 

■ivyunj-h 200mi{c m*7-)i>7$.y?k®m mmi^taXimTI/mb 

ito <<V7uKJ—)\, 10ml ^> > ^nn^^yi0mllC2-yn ; e-l-(3,4-S?^ h 
^fi/7x-;t/) x^;y 8.47g (33mmol) &?§fi?U* SlEMiaWHTt 
$!TU£. *rF**7&15#7j<ffiTT-^Ufc. 5JES^<D?iii^^S-caiiES 
iU ^tBL/iilS H ^?i35UTl- (3,4-5?* h**/7x~;U) -^-(^A^ 
y) x^;y.M*« 6.36g (67%)£t#fc 0 

'H-NMR (CDC1 3 + MeOH-dj6: 2.81 (3H, s), 3.96 (3H, s), 3.98 (3H, s) , 
4.60 (2H, s), 6.99 (1H, d, J=8Hz), 7.53 (1H, d, J=2Hz) , 7.64 (1H, dd, 
J=8Hz, 2Hz) 

h7VX-3-(3-e'Ji?;H 77 l )Asm l-44g (9.65ramol) iC^DO^^V 
bQmlRtf N 'J xf-;l/T 5 V 2.69ml (19.30mmol) ^WIGiPA.10^ttl$L/io & 
tV\'0^t/?n K 1.18ml (9.65mmol)^JPA.13f}r a 1tt^bfCo 1- (3,4-5> 
p{ i/7x^) -2-(^f-;U7^y) x-t J y - $k\t*Wm& 2.79g (9.65 
mmol) =fei?^nnp<^y4ml &tf K U i^;i/T $ y 1.34ml (9. 65mmol) 

SCT^(cauMST-30^}i^Lfcc mM&®*yK tS*nfiW*T-?fc 
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Vm&gkbXMmit&V)} 1.84g (5.41mnol, 56%) fcflifc. 

1$tt:mp 193-194TC (^Da^^y/^^;-j^fy) 

'H-NMR (DMS0-d 6 , 100°C) 5: 2.95 (3H, s) , 3.83 (3H, s) , 3.87 (3H, s) , 

4.97 (2H, br), 7.09 (1H, d, J=8Hz), 7.26 (1H, br) , 7.34 (1H, dd, J=8Hz, 

5Hz), 7.48 (1H, d, J=15Hz), 7.51 (1H, d, J=2Hz) , 7.65 (1H, dd, J=8Hz, 

2Hz), 8.01 (1H, in), 8.49-8.52 (1H, m), 8.79 (1H, m) 

mm 1 5 6 

(E)-N-(2-(3,4-^h^>7x-;i/) -2-(t Kn^W^y) x^;H-n-*^;u 
-3- (3- f V VA,) -2-7 u ^y$?7$ K «b£tt 15 6) 



(E)-N-(2-(3,4-^p< h^f^7x-;U) -2- V xfJI/J-N-* f-^-3- (3- tf 
'J^;H-2-yD^Vi?7$K 165mg (0. 5mmol) tCff K3ml tt^, -20 TCiCjft 
iUf;. ft« J Mbfc&* 7KtK?pT50% .t FU*S/A>75.y*t§Wi 0.62ral 

(lOramoD^nArisiST'SE^-y-fc. ESKMUMK:22i$iia^<*-efc^ # 

10ml&tfB1^i^M0ml£^Tlt^x^;U10mlT*3 (stftftHUfco 

40mu «aftA«*4o«i-r?0*ft»ft, mfom??**s* Aiog -esaiufc. 

*7A^n7h(a^Silfc ^nn^y: ^y-;U=100 : 

3.5 ) o ^x^;t/5ral &tf n - 'V* If > 1 5nl*> 6Wa 1/ fco 

&W91mg (J&>£51% ) *#£>nfc 0 
tttttmp 172-173^ (0Kx-f;U-/\^r-^y) 

'H-NMR (DMSO-de, 100r) 8 : 11.2 (1H, brs) , 8.78-8.88 (1H, d) , 8.50-8.53 
(1H, dd, J,=l.4Kz, J 2 =5.4Hz), 8.00-8.04 (1H, d, J=1.88Hz), 7.42-7.50 
(1H, d), 7.33-7.40 (IH, n), 7.10-7.18 (2H, n) , 7.18, 7.19 (1H, d, 




.OMe 



(156) 



N 
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4.4Hz), 6.89-6.93 (1H, d) , 4.82 (2H, s) , 3.75 (3H, s) , 3.72 (3H, s) , 
2.91 (3H, s) 

mmmisi 

(E)-N-[2-(3-t Ka3->7*~;U)-2-fc Kn3->xf-;u]-3-(3- fcf 'j 9;U) -2-7 
U^ymr* K «t&® 15 7) <7)£fi£ 



h7VX-3-(3-e'J^;H 7^ 'i;H8!5.96g(40mmol) Stf h >;x^;U7$ V 
5. 6ml (40ramol) ©i??no* ? :/80ml*g${C tTAo-Ol^n V K 5.17ml (1.05 
eqJfcflQ*., MST'l O^fflfl^bfcft. dl-a- 7^y^;U-3- t Kn 
*^yS/;U7;U3-;U7.58g(40mmol) RUb »i x-^;U7 5^11. lml (80mmol)(D 
^nn^y80ml^®£inA. lEfiT 1 BtFaHUfUfc. ffiiiiUfclSS***)* 
££££9, Mft£tt*7.51g(66*)»fc. 

'H-NMR (DMS0-de)6: 3. 10-3. 30 (IH.m) , 3. 31-3. 55 (lH.m) , 4.50-4.65(lH,m) , 
5.50(lH,d,J=4.3Hz), 6.62-6. 67 (lH,m) , 6. 75-6.88(3H,m) , 7.09-7. 16 (lH,m) , 
7.42-7.50(2H,m), 7.94-8.00(lH,m) , 8.24(lH,t,5.7Hz) , 8. 53-8. 57 (1H, ra) , 
8.75(lH,d,J=1.9Hz), 9.33(lH,s) 

mmm 1 5 s 

(E)-N-[2- t: Ka**/-2-(3-* h*S/-4- t Kn*i/7x~;t,) x^;H-N-*f- 
;U-3-(3-^';e?^)-2-7*a^y^7^ K rtt^*15 8) <D£fi£ 
gffiffl 1 5 7 KmOfctffcKcfc r)«H<fc£«J*fllfc. 




(157) 




(158) 



tt# : 7^;U7t7n 
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'H-NMR (DMSO-ds, 150*0 5 : 3.00(3H,s), 3. 47-3. 70 (2H,m) , 3.76(3H,s), 
4.66-4.91(2H,m), 6. 71 (lH.d, J=8. OHz) , 6.78(lH,dd,J=8.0,1.8Hz), 6.93(lH,d, 
J=1.8Hz), 7.00(lH,d,J=15.6Hz), 7.25-7.42(lH,m) , 7. 34 (lH,d, J=15. 6Hz) , 
7.79-8.02(2H,m), 8.49 (lH,dd,J=4.8,1.6Hz) , 8.71 (M,d, J=2.2Hz) 

mmm 1 5 9 

[3-U-t: Kn*i/-2-[(E)-3-(3- 7?>;a^;U7$y] 7x 

J**A BBxfX/ «fc£4*l 5 9) 



(E)-N-[2-(3-fc Kn^ri/7i-;H-2-fc: Kn*5/xf-;u]-3-(3- £'JS?;u)-2- 
yn^ViT^ K 5.68g (20mmol) W^nnKiif ;i/ 5. 2ml (48mmol) 
•^;i/*;UAT$ •K60illC»f}PU* F^V^AS^gfeOmmol) *JnA.» 50^-^7 

B#IBl«#Ufc. ftfttt, 3&j;:*%flaA.. mfct^-ettai 

?5j7A^nvh^7 7'f- (^nn^Jl/A : : ^^y-;U=20:2:l)r-3ff 

Mft. Mffiift&U MbM*3.80g(5H)ftfc. 

'H-NMR (CDClt) 5: 1. 26 (3H,t, J=7. 1Hz) , 3. 31-3. 51 (lH.nl , 3. 68-3,88 (lH.m) , 
4.22(2H,q,J=7.1Hz), 4.59(2H,s), 4. 78-4. 92 (lH,m) , 5.04(lH,s), 6.50(lH,d, 
J=15.7Hz), 6.71-6.83(lH,m), 6. 93-7. 04 (2H,m) , 7. 06-7. 28 (3H,m) , 7.51 (1H, 
d,J=15.7Hz), 7.62-7.95(lH,m), 8.44(lH,dd, J=4.6,1.5Hz) , 8.54(lH,d, 
J=1.8Hz) 
WMA l 6 0 

(E)-N-(3- tKn*J/7x+S/JH-3-(3- tT 'J PA,) -Z-^u^yMT^ K ttfc£ 
il60) <7)&Ji£ 




(159) 
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OH 



(160) 



(E)-N-[2-(3-t h*n^f*/7xiA/)-2-t h*n*$/i^;i/]-3-(3- eU^;i/)-2- 
^O^yi75 K 568g(2mmol)<D^^f-;U*;UAT$ K 4ml?ifl£(C7jC^Tx ~? 
UA^f';^-'i'AL28g(1.7eq.) MST' 1 OBSMftU * 4ml 

*tinx.tz 0 ?-Jisi£t$.ft*-tyJ h±T-35£U 5»fc:* 4mMn^ m&x-i- 

&!&j£171mg(30%)*f|fc. 

m. : S<* 

'H-NMR (DMS0-d 6 )5: 4.73(2H,d, J=6Hz) , 6.95(lH,d, J=16Hz) , 7.05-7.09 
(lH,m), 7.33-7.55(5H,m), 8.01-8.05(lH,m) , 8. 42-8. 59 (2H,m) , 8.79-8.80 
(M,m), 9.88 (M,s) 

mmm 1 6 1 

mm 1 6 o izmtttmzk o^^% 1 6 1 *mtz. 

<t&® 1 6 1 



•H-NMR (CDC1 3 )5: 1. 32 (3H,t, J=7. 1Hz) , 4. 29 (2H,q, J=7. 1Hz) , 4.70(2H,s), 
4.89(2H,d,J=4.3Hz), 6.65(lH,d, J=15. 7Hz) , 6. 75-6. 90 (lH,m) , 7.19-7.25 
(lH,m), 7.33(lH,dd,J=7.9,4.8Hz), 7.41-7.49(lH,m) , 7. 52-7. 54 (lH,n) , 
7.63-7. 67 (1H, m) , 7.69(lH,d,J=15.7Hz) , 7.81-7.87 (IH.m) , 8.60(lH,dd, 
J=4.8,1.5Hz), 8.78(iH,d,J=1.9Hz) 

nmm 1 6 2 

(E) -N-^X-N- (3-;* h*i/-4- t ^^^7xt>>;H-3-(3- \ZW)\A-l--? 




OEt 



(161) 
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OH 



(162) 



N 



(E)-N-[2- M Ko#*/-2-(3-* h*i/-4- t Yu*i/y 3-=.)l) x^;H-N-p< 
f-;U-3-(3-k*'J^;U)-2-7'n^y^7$ K 656mg(2mmol) (D^*-9-yi2ml*g& 
KT^rrygfflmTT-v 2,3-^on-5,6- 2*5/7,/ -1.4- ^V^/V 468nig 
(2mmol) ZitoL ifi?2fflHW(;fe. ^fa3b^ B B B %5*b^ 

50:1) TfttSia, HEEttttU M4~b£»*362ing(56Xmfc. 

'H-NMR (DMSO-de, 100*0 6: 3. 13(3H,brs) , 3.88(3H,s), 4.97 (2H,brs) , 
6.87-6.99(lH,m), 7.04-7.62(5H,m) , 7.93-8. 17 (lH,m) , 8. 43-8. 64(lH,m) , 
8.70-8.95(lH,m), 9.59(lH,brs) 

mmm 1 6 3 

1 5 5 CtpUfc^C J: D*b£tt 1 6 3 fcfllfc. 
^^116 3 



: lift 

'H-NMR (CDC1 3 )5: 3.97 (3H, s), 3.98 (3H, s), 4.88 (2H, d, J=4.2Hz), 
6.66 (1H, d, J=15.7Hz), 6.90 (1H, bra), 6.95 (1H, d, J=8.5Hz), 7.34 
(1H, dd, J=7.9, 4.8Hz), 7.54 (1H, d, J=2.0Hz), 7.69 (1H, d, J=15.9Hz), 
7.70 (1H, d, J=2.0Hz), 7.83-7.85 (1H, m) , 8.59 (1H, dd, J=4.8, 1.4Hz), 
8.78 (1H, d, J=1.8Hz) 

mmm 1 6 4 




N 



(163) 
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(E)-N-[2-(3 ) 4-^h^^7x- ( lH-2- (p< fA/f-*) ifJH -3- (3- fcf M V 
;u)-2-7o^y®7$ K (fl:&%164) 




(164) 



* ? Vf-*-^ •? A 0. 62g (8. 8mmol) <D* ? J -)\y 20ml WMZ b?y 
X-3,4-^h#i/-0-^hnXfl/y 1.42g (8mmol) fcjD^ WMlX'S ftf& 

u Ktt^hy^ AT-9a»ufe. $ga**8ETe*u mem**')*?*'* ? 

(^*?y :mM3.*)is*io:i)x-ftmm\s* 2- 0.4- 2? 

^ h^i/7x-;u)-2- (yf;Uf*) -hax^v l.24g (60%)^co 

2-(3,4- ^h^5/7x-jH-2- (yf-JUf*) -hax^yi.22g(4.8niraol) 
Of h7fch*077V 20ml ^fcTA^^H^T. *?W3»M»©*3|S<fc U 
«7A7;U5 — »7A0.47g <Df h^fc h*n77> 10ml JSJftCfBlTUfc. MST30 

ftm?m&. &mu&towmtmT* * o.47 m i % 15% im\t+ v u ^atk^ 
% o.47 g , tk M4mi %«i«jrrufc. 'pmomm* *) v A*tux. «#Rfl«# 

fgttU 2- (3, 4- ^h#i/7x-4/)-2- xf-^r$yfi»tt% 

% 0.98g*4§fc„ 

C<D2-(3,4- S?;* h^ri/7x-;H-2- (p< f;Uf*) if- Vfiffltttt 
0.96g i: K9yX-3-(3-fcf'ji?;H 0.63g (4.2inmol)<E>$?*f-;U*;U 

A7 5K 10ml SifcfcfcttT* V^*)W)Vm*/7=-Y 0.69ml , HJxfJUT 

$y l.nmi zmimx. mTmmmbiZo mmzsg**to%.* im 

(^•tfV : i7an*;UA : y -;U=8:2: 1) T-fgtiU &fiHfc£ttfc 788mg 
(47X) 
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'H-NMR (CDC1 8 )6: 2.00(3H, s) , 3. 64-3. 99 (3H, m) , 3.87(3H, s) , 3.88 
(3H, s), 6. 06-6. 30 (1H, n), 6. 43 (1H, d, J=15.8Hz), 6.74-6.97 (3H, m), 7.29 
(1H, dd, J=8.0, 4.8Hz), 7.6K1H, d, J=15.8Hz), 7. 70-7. 86 (1H, m), 8.55 
(1H, dd, J=4.8, 1.6Hz), 8.69(1H, d, J=2.0Hz) 

mmm 1 6 5 

(E)-N-[2-(3, 4- ^h#^7x^)-2- t^VifA'l-N- ff-fr- 
3 -(3- e«J^;U)-2- ya^y^^T^K Mt&$il6 5) (D£fiS 



USSCT 1 5 5 vm^>tlit<t^3 9 0raglCa-y yt$M3 OOm g&tf»: 
hjbxv20mim 7;u^ym»STia»liU/'co 41$^ St&x^;U3 0 

Om lT:2(Hll4aib^o St^^l'ffifc&fr-tfx 7k5 0ml> fgflJ&Jl* 5 0 m 

^^A^nvhi7^7-f- (^^OD^^V : *?J-)\s= 1 000: 1 5) \Z 
Tm^Uv <l^tA#l6 1mg (14%) %<4§fc« 
: lift 

'H-NMR (DMSO-delS: 3. 53 (3H, s) , 3. 94 (3H, s) , 3. 9 7 
(3H, s) , 5. 60 (2H, s) , 6. 93 (1H, d, J=15Hz) , 

7. 35 (1H, d, J=15Hz) , 7. 55 (1H, d, 

J = 1. 9Hz) , 7. 63-7. 82 (1 H, m) , 7. 78-7. 87 
(1H, m) , 8. 49-8. 67 (3H, m) , 8. 80 (1H, d, 

J = 2. 0Hz) 

mmm 1 6 6 
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KgfcSMCifW Lfeo T XfctG B M (Glomerular basement membrane ; 

&m&mim) watt* w*r7uzr , )vimsx-%&&. sagjct/tx^x 
g b m w*im*tofflffitz ztizxvm&btzo zmmim g b mami 

wm&zmmbiz umhuvm ) • 1 1 

Bmc«»IKH8«fcJ:D^U &2TBA-380 SB^WSaiCTJllIfll 3 l/Xf 

n-;u (s-ch) „ m^mmmm (bun) so^^ur^y cs-cr) %ao£ 



9 0 



WO 99/05109 PCT/JP98/03312 



3*1 (1) 





m m s 




- y — 






5B 


1 0 B 


S-Ch 


BUN 


o-Lr 




2 


+ 


+++ 






i 

T 




6 


++ 


+++ 


+ 






16 


8 




++ 








c 
D 


9 


+ 


++ 


+ 


+ 


+ 


12 


12 




+ 


+ 


+ 


++ + 


8 


13 


+ 


+++ 




+ 


i 

+ 


1 o 

13 


14 




+ 


+ 


+ 




7 


15 


+ 


+ 


+ 


+ 


+ 


11 


18 


+ 


++ 


++ 


++ 




13 


20 


+ + 


+ 


+ 


+ 




13 


21 


+ + 




+ 


+ 


+ + 


9 


25 


+ 


++ 


+++ 


+ 


+ 


13 


29 


+ + 


++ 


++ 


+ 


+ 


16 


Aft 

33 


+ + 


++ 


++ 




+ 


7 


38 


+ + 


+++ 


++ 


+ 


+ 


19 


39 


+ + 


+++ 


++ i 


++ 


++ 


21 


41 


+ 




+++ 




++ 


o 

8 


42 


+ 


+ 


MM 


+ 


+ + 


n 

9 


45 


++ 


+ 








10 


49 


— — 


+ 




+ 


++ 


7 


50 


+ + 


+++ 








1 0 

18 


52 


+ 


+ 




+ 


++ 


10 


53 




+ 






+++ 


6 


o5 


+ 


+++ 


+ + + 


++ 




1 7 
1/ 


j 62 




+++ 


+ + + 


++ 


i 

T 


1 A 
14 


1 U 


++ 


+++ 


+ + + 


++ 


T i 


LL 


71 


+ 


+++ 




++ 


+ + 


17 


73 


++ + 


+++ 


+ + + 


+ 




22 


75 


+ + 


+++ 


+ + 


+ 


+ 


19 


81 


++ + 


+++ 


+ + + 


+++ 


+ + 


26 


84 


++ + 


+++ 




+++ 




23 


85 


+++ 


+++ 


if 


+ 




21 



9 1 



WO 99/05109 



PCT/JP98/03312 



1 (2) 
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mg/^**©JB*?««&Tfc&itU *£>5B& (OBI) fcffi^*A 
GBMr>-f" «Ht& 0 . lml/7-) A<7)ffiS-e«*M&l*T * C £ \Z <fc 0 U 

fc. fil]^Qrsal : ^lB^^c:M^'S)^l<DIs^cwT^{*:*#Itu^ 2B%m. & 
^#i<d i o - 6 m&. mmmx'itmm^tn^nmmb. r pm i - 1 6 4 o» 

(%) =l00x («SBfiNi-!fyyAHi) /*fJSS8fi 

m 2 





iSMTCF-J I 


s ■§■ 


mtmum (%) 


7 3 


7 8 


8 1 


5 8 


84 


40 


1 4 8 


4 5 
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m 3 





&TG F — B 1 
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S fi 7 


1 9 


7 51 
Of. O 




^9 fi 


o o 


A Q A 

4 3 . O 
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3 1 9 
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6 8 

*$MH®fl:£*© i g AWfc?$ x©&$ttT g f - a i ^si^ts^ 

d d Y V X 9 ili§S& 1 5 ETE l/^ 0 -79 X£ 0 ii g fctf Wlffi&fc b 
lj§^e>^-^^S:fllilR?±l*Lfc (IB/Sis ff-3tHl) o HS*lT*li#-**y 

mmvi&mz £ o t g f - 0 1 h-mm t u r&fe u fc. 

&fet£<Z)Ml±kagami£<D;fr&(Kagami S., Border WA. , Ruslahti E. , Noble 
B. : Coordinated expression of 0 integrins and transforming growth factor 
- B induced matrix proteins in glomerulonephritis. Lab Invest 1993, 69, 
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(Index) 


*f m 


0.20+0.02 


0.41±0.04 


4fc&#l99 


0. Img/kg 
0. 5mg/kg 
2. Omg/kg 


0.17±0.04(15) 
0. 13+0.03(35) 
0.11±0.03(45) 


0.2910.04(29) 
0.18±0.05(56)* 



* : P < 0.05 vs control, ( ) : % inhibition 
4t&® 9 9 fcL SS& 1 T G F - 0 1 nm\Ztt t rfflJtl«i(6]^ O j| 
^2-C(iWl:Kindex (DiiJn^WJLfCo tt£^9 9«:in vivo {C^TTGF 

mjsiVT GF-e mmi &mzw&femmRV t g f - 0 isg&j a u-cwsft 
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X B 

Ar« &mmutimm<D&)?m*mLs Ar 3 t±sstxtt3Bi& 

&5£: =N-Y 

Ytts? (c- r$ys. *&g, 7:?>Mr;u**$/Sx 

ftsC: -Z 1 -M-Z 3 - 

T*Rsn*s*5Bu £fcv a^*^s-c x .b^i-c,- 6 -t;u#;u--c$^ 

2. buEjC (I) E£^T» Ar* ^\n^>Hf, c,- 6 -7;u*;i/S,- 

c,- 6 -TJiu^i/mRvci-e -r^^^-iiAsX-^fr^mzti&'p* 
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x;u7 7^;uSSo f S-o-co-R 4 (cct, R 4 ti 
c,-6 -7;i/*;ug, 7»;-;us, c,- 6 -7Ji>?*i/m5U±m&ztix^xib 

$>^>is^<dibh^ i Tsssmo^fkf^m. 

4. Btiie^ (i) X'7r^n^')^)V7^^^m.7^mm^t^om^mz 
vmztizE&wm&t hxtmirz tgf— 0 iswujo 

5. mm. mm. mm*±. mmm^mmRzmmm^mnim 
TGF-&vm$?zmm®temmx'&zm#<D®mm4mB.moTGF-m 
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